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Abstract of JP 2002034565 (A) 
PROBLEM TO BE SOLVED: To provide the 
receptor protein that specifically recognizes 
bacterial DNA bearing the non-methylated CpG 
sequence, the gene DNA coding the same and 
experimental model animals that are useful for 
examining the response of host immunocyte to 
bacterial infections. SOLUTION: The DNA encoding 
the receptor protein t hat specifically recognizes the 
bacterial DNA bearing the non-methylated CpG 
sequence is screened by the BLAST search, a 
plurality of EST clones having high similarity to 
various kinds of TLS are screened and they are 
used as probes to isolate the full-length cDNA from 
the mouse macrophage cDNA library, the base 
sequence of the cDNA is analyzed to confirm that 
the TLR9 has the conserved areas such as the 
areas of LRR, TIR and the like. Then, the knockout 
mouse is establishe d and the TLR9 is confirmed to 
be a receptor protein of the nucleotide including the 
non-methylated CpG sequ ence of the bacterial 
DNA. 
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CPS] ^Mf-n^tcpGsyij&^rrsiHiaDNAt 
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iM&^m ^m^hlc P GK?ij*^rts«iaiD n 
a mmmzimt * ? w * * a - n-r & d 

N A£ ^ BLAST-?-f-£J;9X? l J-->'?''U # 
ST L R i; ffiV vffltKttfc^Tt S £ < COE S T? n- V £ 

^07 r-ycDNA^ 77 U-*»4>^^c D NA 
fc#«U cDNAtfflfiSEfllfcJSflrL'tLRR&tfT 

i R.<mm \£<mwmtf&&$h'v l r 9 x-h & z t 

fcWSWrgL Sv7T*7W7Z£ftMl. TLR9 
#«n»D N AC^Mf-JMfcC P GE?iJ££tr* , J ? 
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[ mm 1 1 f-/Hbc P am t &t 4 mm d n 

NA. 

IIS*«2] 2Mf^CpGEm#t$«l»DN 

AtWHWWBMWiftSftc^y^^***, OTo(a) 

IB®C7)DNA 0 

(a)E?iJ#^2tI*$ft47$yigE?iJ^&4?yA 

?u 

( b mm&% 2 t;^$^i> r s j wasmiz^x , i ^ 

t < lil*)7 5 JWtXVk . K££ L < fitting ft*: 
75 y$E?iJ^&D » **o*Mf-/WfcC p GE?iJ£# 

[ ft^JH 3 1 E?'l#*§- 1 fc^ 5 ft 4 &MWWt 

tzbV V : Jx y bfc*ttT?'vf 7 'J ^1~4 - k 
£ft$ti;-f 411*11 i tmcoD N A. 
[ft*II5] ^M^WkCpGlWlt*t4«lfDN 
A £#mMzimt&&&# 9 yWRtf. WTO ( a ) 
Xtt(b)^w«^irr*4ii:tWai:"t4lll*3il 
IEiiODNA 0 

( a)EW**4 t^$ft47 s y $E?iJ#^&4 * 

( b )E?'J$#4 £*$ft47 5 yKEyjtfc wc s 1 ^ 
t < immcoT 5 y EJ&£ L < lif-HnS ftfc 
r s yg?E?'J^& o , ^Mfvwtc P ge*j*w 

tSiW*DNA(dttl/C^tt£W'tS?w^K 
[fl*Jl6 ] E^J#f 3 fc^Sft&ffiSEJiJXU:**) 
ffiJSWE^MW::c:ft4>tf>E7!ltf>-SP* Mt£8t*1fts 

c\ t zwmt -thwrn i tmcoD n a „ 
c h*ji 7 ] 6 lEawjtfe^ $■ fltjsi-a dna 
b*bvyi?x.y hfc*frTtwf 7"u ?m x-f 4 ; t 
*«pa t -r ■sa*^ i en*> dna, 

[f**lB8 ] IM^/HLC p GE?iJ£mr4*MDN 
[ff*«9] E7d#f 2fc*3ft67$y«E*lrt><!> 
0] KW5-2l;^£ftl>7Sy&E5iK3 
littjnsiifcrs yg?E?iJA>£>&4^ 1 £?#?tfc-r4if 
[H*JS 1 1 3 EWM (c^tiS 7 5 yKEflfr 
[ff^iS 1 2 ] Efl#f 4 {^§ft4 7 5 y BStfiJfc: 

fcwt, i ^L<tei«7$y m&£t< 
Jitt sn § ft*: 7 5 y s?k?ij 3&»t*s;i:*fipai:-r4ii 



[11*81 3] ft*Jl8~l 2WV^*»lBttW^>- 
[1**11 1 4 ] I«*J18- 1 2MvftifrtBHlin9> 

im$m 1 5 ] j5tft^ s9u-+ivmkx'b&z t 

[ ttm l 6 ] lf*H 8-12 <o\vftLfr$m<r) 9 y 

mm. 

imm 17] m wtc P GE^iwr subiiid 

NAS^WtSSWiS^^yy^^a-H-tS 
[ff*^ 1 9 ] ^MfvMfcC p GE?'J5r^-r4ffl»D 

n a \zn l x ^Kmxh izbmmbi-t mm 1 

[it*«2 0 3 isifgt&ft* 1 . wxx'h&c\bZft 
WLbtin&m 7~i 9ov^n*«^t hts 

ft. 

[H*^2 1 ] *Mf7WfcC p GE?iJS:W-r4«9»D 
NAfc*J|«tBIW-4«»#^>'''V*t3-H , t4 

CO V ^3&»iB«W DNA JraHA-t 

y f-;HbC p GE^J £^Tf 4 ffl^ D N A fztt Lt KJCtt 

s^rrs ^ ywRi3mtiMm<nmwi&. 
[ mm 2 2 ] mm 2 1 iqw^m *>wtc P ge 

?iJ^Wt4iffl«D N A * W ^«l=|g»t6«Sflc^ >-^° 
y®&^-f4«OlSM^aHJ; Otf hfihz\b m 
at-tS^Mf-MkC P GE?lJ^^4W«D N A*ft 

[11*11 2 3 ] iW»!|M(WfipaET, IMf'MtC P G 
E?'J£#-t4ffl*D N A*«fSW^|g»t4S§*^ > 

R 9iStt£«56 ■ IPW^4i b Z$f®bt&#*^Mt 
C P GE^iJ SrlTt 4 W«D NAJ ^SW^SSTf SS§ 

n Azmmmzmm- vwRk-z-Y-tt 
Mi£?mmvm&w±.xxm itzitt bwrn^mmw 

(iKHW^T l r 9 vStt&sas • iwrfi r b mm 

b^hm^MtC p GBWISrWf 4W1D N A&ftm 

mztmt 4 git* fywRnTi-AY-xitryf 
zi--zbcox7V-~ym&„ 
ltmm2 5 ] ^M^HkC p GE5 ; 'J^W-t4MD 
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wit hWMfrhftt>ti&^7u7 T-isximmmm 

<0TLR9j§tt&«je-IMrt*;4:ft1*ai:'t4^M 
*/WfcC p Gg^iJSrW-r fcffliSD N ASrftHWtaifct 
fcWMtfy^ltoTrf-;* bX(47 y^^'-x b<o 

mt-t msm2 4xn 2 5 ieh^m *Mtc p ge 

nar h xar y 9 n-x b <nx ? u y 

[ H*JI 2 7 ] ffc&I 2 3 - 2 6 *"fftA»iEtt<>># 
* f-MhC p GgH?'J^*-tl>ffl«D N A £tt£ttt;:iSlB 
yrt7f&T3-A hXlZ7y?3~X b 
cr>X7 V-->fUmi i z£ D^ii^MiWtCpG 

MHarr-i—z bxi,±7y?3-x b . 

N A £ ftSWfcigitt 4 y «^^»X{4* 

[nr*«2 9 3 it*3S2 7ieawr^-^hxiir>' 
in** 3 o ] «wft+ ^Mf-/Wfcc p G^jsr^rt 

- b"f 6 DNAi: . fll&B 3 RttOD N A i: <WB&&ffl 

*\mthziwx-%h. ii*3a3iamwDNASr^ 
i 4: t wa fc - t * */wk c p Gmn £ w-t s una d 

d n ae?ijox&. waxr/ /xttfflrafcwstts mn 
mw*vb. 

[00 0 1] 

sm * wt- * iNnis d n a £i$i*wt;:t2»t s * y 
/^s, m%%ft?y^7'g<?)fflK=FRv : %tit>cDmm 

[0002] 

[fi£*0)ftflSJ HKTol 1 ) ®CTi. ^3^^' 
g^^'XOE^^^MW^g (Cell 52 , 269-27 
9, 1988. Annu. Rev. Cell Dev. Biol. 12, 393-416, 1 

9%) . &fcfmiz&ftbtmw&%&^£-&%"ci> 

bZbtfltobtlX^h (Cell 86,973-983, 19%) . A» 
fr&To 1 1(4. WHSftn^yy'J'yf'Jf-h 

( l r r ) an- h i wsmmmfcx-h o . - w w 

ftffiSHKi. HlffLW'f y^-n>f^y- lggflc ( I L 
- 1 R ) <0«« t ffl RttaW > Z b ifW t>frt 
&oTV">£> (Nature 351, 355-356, 1991, Annu. Rev. 
Cell Dev. Biol. 12, 393-416, 1996. J. Leukoc. Bio 
1. 63 , 650-657, 1998) . 



[0 0 03] To 1 HJKSflc (TLR) fcRftf 
tllTo\ 1 COmMCOt^ VftfnfeZtl. TLR2 
*T LR4 %b'm&t tC6o«7 r 5 'J 
T^S (Nature 388, 394-397, 1997. Proc. Natl. Aca 
d. Sci. USA 95, 588-593, 1998. Blood 91, 4020-402 

7, 1998. Gene 231, 59-65, 1999) . ^WTLR7rS 

y Hi, _hia i L-iRtmmzTyrf-fywfi 

■Cfe£MyD88*tfU I L- 1 Ri^t-t' ( I 
RAK) £'J?/l^-bU TRAF6£*S1M:U T» 
<0NF-*B*?Sttft't4;fc36«»6il*CV^6 (J. Ex 
P. Med. 187, 2097-2101, 1998. Mol. Cell 2, 253-25 

8, 1998. Immunity 11, 115-122, 1999) . ttz. «?L 
S(fctJ{tSTLR7r 5 U-Wfik«PJ{4. fflffOftilflBt 
ZnWfr&^f-yUW&MW. ( PRR : Pattern reco 
gnition receptor) b LT. 5fc^W£fc!£i2iRfcRI;b-5 
-rv^fct#ifcfLTV^ (Cell 91, 295-298, 199 

7) . 

[0004] JJEPRRfcJ: 1 5i8i«$*iS#i®tt&£# 
=f-Ji^ — y (PAMP : pathogen-associated molecula 

r pattern) W-Oti. ^5A&tt«^Ktf>±iac4K > 
$>&VX&% (LPS) X'h^X (Cell 91, 295-298, 

1997) . ipfrhh? swm&m*mkLxmEMmz 

TNFa, I L-l&tfl L-6**5#»*ffittlM b 
#4 y*S4$-£4>«Ii: (Adv. Immunol. 28 , 293-450, 
1979, Annu. Rev. Immunol. 13 , 437-457, 1995) *. 
LPSSS^yA^'R (LBP : LPS-bindingprotein) 

izxvmmztitzLp sfimmamtncD i4t^i# 

BSfliifcaWateflT^i (Science 249, 1431-143 
3, 1990. Annu. Rev. Immunol. 13, 437-457, 1995) . 

U TLR4/7^T'7b'7X^±fe^7^lltt»<7)^ 
K»±jS4J-C*SLPS^je^ffi"C*>SvIk (J- I mm 
unol. 162 , 3749-3752, 1999 ) *. TLR 2 7 7 ?7 
^b^XOmi. TLR27 7 h^^XWV 

l>^7°^K^U^Ml*rt-|»RJi51t^ffiT-tSCt (Im 
munity, 11, 443-451, 1999 ) Zm&lX^Z. 
[ 0 0 0 5 ] ffllTf. iraDNA (/^f'J74*DN 
A ) i->UtC P GE?iJ**tr* U 3'^ ?Vttb' 
WZRVt b<7)%&MM£MWr$- h Zb (Trends 
Microbiol. 4, 73-76, 19% Trends Microbiol. 6, 49 
6-500, 1998)*. IL-12WI FNrWftffifclSE 
SnST'S/t-n-liWJB (Th 1 ) aHBJ£ttfE®£!Mi6 
•fl>i t (EMB0 J. 18, 6973-6982, 1999 J. Immunol. 
161, 3042-3049, 1998 Proc. Natl. Acad. Sci. USA 9 
6, 9305-9310, 1999) ^A>. C P GmiZ1Stt*V 3* 

^pjj-^-HJi. *, rw/^-avfi«*i<o , 7^^yS' 

^>!SfLTV^(Adv. Immunol. 73, 329-368, 1999 Cu 
rr. Opin. Immunol. 12, 35-43, 2000 Immunity 11, 1 
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23-129, 1999) ZCOX o tttffUfflttSV^S&S^Sifif 
[0006] 

[*ra#WftU: 3 _Lte<9 
*DNAJ4*^IB£#«£$Stt'fl:U ThlWJCS* 

m Mrtz-t h z. t h , f-Mtc p gib?ij 

*^Tt*iBllfDNA*^Wfc:BI(W-STLR7r S 'J 
-<^yA-^g:fls?yA7jCTLR9^, •"rftSrH- 

[00 07] 

C6^yA'- (TLR1-6) tf&mZtlXi5 *) (N 
ature 388, 394-397, 1997, Proc. Natl. Acad. Sci. 
USA, 95, 588-593, 1998, Gene 231, 59-65, 1999), T 
L R 7 Rl/T L R 8<0$t£& 2 OO^ y A'-#GenBank 
fcfi»3*VO*6 A F 2 4 0 4 6 7 &tf A F 

24 6 9 7 1). TLR9CoUT^ftcD 
NA**^,V^aj§ilGenBankfc:a»§n-C^6(2»##A 
F 2 4 5 7 04)**, *WttffifcOVvt(ifc£>:fVOv5: 
fritz* 

[00 083 ^Mf-zMtc p GSM£* 

^£««DNA£ft^fcgIfr^TLR7 7$U«--<0 
pcw^-g^fr^W^RSrn-H^SDNAS:, BL 
AST-9--^3iOX^iJ--y^L, BEtCfSUg^ftT 

* ■ ^ (EST) 7o-y&77U--y7'L, .Ift 
t>cr>mm?7 77'*yh£yv-7'lZlX 777, "?7 
P 7 r - x c D N A 7 >f 7*9 U -J&^^&g § £ 
6cDNA£#BIU mtfflV^bbcDNAfcJWt 

ttz mz, ;n4>cDNA<oaaiK5>j*»wu, 

TLR7T 5 U-tLRRRVT I R^&fcW^ 

C?>TLR9/v7T*7hWZZfmi. TLR9jWW 
HDN AWJMfWtC P G|E?'J U r?"7 7 

[00 09] ■«r*> , fe*JWBtt» ^MiHWfcc p GKfl 

K*3-b"t6DNA (ff^JHl ) *K ^Mf-MtCp 
GS?(|*^rt4«llDNA*^«ti8»tSS**^ 



yn7ft#>\ mT^(a)X{i(b)o^yA-7WCS>l)C: 

£1«Si: ^SIWBB 1 IfiiS^D N A ( a)K?!j## 2 C 
* § n & 7 S 7 B« *»fe*4^V^«(b) WM&lr 

2iz^zti&T$ ymmmza^x , 1 m i < ii»ffl*> 
r s 7»#k&, sm^ L < JiftflnSfifcT s y »e#i 

*»fe=Sr 0 , iWMf;Htc p GKfl*#**«*D N 
AfctfL-CRJfSttfc^rfft*^?* (It*«2 ) ^, 

Uflisf- i iz*$ix&iBffifflx\i*(wnfflfflmf 

6H#JSliE»<0DNA (l«*Ji3) manias 
<ojt&f-*»)fi't4 D N A bx y u y it* y h&^ftT 

tvw 7u ^>r x-rs ^ t ifflkb-thmw 1 tea*) 

DNA (M$34) *\ ^Mf-4^fcCpGSWt*i-4 

iWiSD n a *ftswt;:i8a»*4£8ft* ywsitf* a 

mxm i famcoD n a ( a > i^w-^4 7 s j 
w&sto? t>%i*ywmb) mnmn 4 ic § r 

S /MiWIttJ^T , 1 ^ t < {iiScfflwr 5 

o^M f-/HkC p GgH^iJ * W-f S D N a £ft I X R 
jCtt*^rt4^y^^* <m*JS5) IB?iJ#^3t; 

m-m isttn b &w&b-tim& 1 la 
swdna {mm ) n^6iet!i£7)3ifEi i $-« 

JS-f S D N A b 7 h U y yx y h ^ffTTVN-f 7 U / 
^X1-SIfcSr^mi:-r-5.fl*JSliai{<7)DNA (Mf$ 

mi) zmts. 

[0010] tto&mts ftsi-Mtc P Gmm^ 
^sifc^^afc-rsii^sieK^y^it (if 

*«9) ^, S9>J#^-2t^Sil-5rS7»S?iJti3V^ 

jDSiifcr s smsMfrh** z b mmb thmm 
8tm<7)?y^7M (msmi 0 > i^j#-^4 , ;7k 
§ni»7s ysE^^^i)^ t mmbtzmm 
fmnt-ywR imimi 1 ) ^, S?fl##4t^S 

fiS7S7i8S5iJfc:*sv^. liL<f»75yl 

;t^^atti.f**ii8ia«c7)^y^-7w (if^i 

2) izmth* 

[0011] tttftWt* li*I|8-l 2W^W 

7°^ V?7'b ttM&f yWR ( ft 1 

3) j*?. if*JS8-i 2cD\^tifrimco? y;s7Mb 

mmz&stmft (mmi 4) 

Ktt (ff*Jfl 5 ) *K fl^8~l 2c7)V^^ia® 

w * y ;n°7 it* ^S-t Sit * i 't-' & £ fSS* *ifA,x*% 
imam 6 > 
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[0012] tttftfflt* ^Mf-MfcC P Gie^iJ^^ 

MM* (H^l 7) ^ *M?-/HfcCpGE*J*#t 
& fBM D N A £ ft JlWfcigifrr 4 * 7 ; n° 7 £ a 

■tmtvwm (sw&his)*, *M*>wbc P GE 

?!I*W-t4iWlJDNA(cWLt^RJEttf*6;i:*fip 
Sfc-f SUHSSl 8lEf^b Mlflfe (11*81 9 ) 
*K S*gttW, 7^7X^4 .IfcHfSttl^lf* 
III 7-1 9«^Wl»tMi (H5RJI2 
0) fc»ta. 

[0013] tttffiM.. ^MWfcC P GE?'J£* 

i - d n AtmM-t ztm 

m (n%&2 d*. ii^2 iiBtt^M-f-;wtcp 

(|»*«2 2) £Khf4„ 

[0014] 4fc*fMBIi. $&MCO#£T. ^Mf 

;HbcpGEj!i*^rrsiBniDNAs-^wts^-r& 
gs*^ y^twzmi ix A v t* hnTtg 

^Mf-^wtc p Giwii^rt&iHniD n A&ftgwtB 

1^x7 y--y77T& (Ii*JM2 3 ) ^. 0*1-Mk 

C P GKJIteWf fcflOilD N A*^WfcB«W-4«S 

L^b bvmizwmmi^L. mm bwm&t> 

f|^^n7r- xXtSKfiiW^ T L R 9 iStt* 
US ■ l»f 4i t£ft$fct42M^/WfcC P GE?iJ 
fc^Tt 4ffl«D N A£#JIW^ftt4g^tt7 

ft (M#J52 4) ^> fM^MfcCpGEflteWtSW 
MDNA&^MW^fS^1-«»^§*^W^ J »S:3-H 

-rsae^jwwj^ t MM»t*«j!iii«*a4 
w«TLR9vStt^ffls • fmt&z t mmt-th 

IM f-MHC p GE^iJ?:Wt S«iID N A £1$£WfcIg 

»t4^tt*w*?»37:fx;*bx{i7y*:rfxx 

W?'J--y/*S (ffi$£2 5 ) ^b Mftft 
Ett<^M ^HfcC p GE?'J £:Tf Sffllf D N A L 



[0015] ttz*%mte. mim2 3-2 wwrti 

*«^M f-JMHC P GEJiJSr^Tt 4MB D N A * ft 

;Mfcc p ge?'J£*"1-4*B«d N A&ttHM£Btt'?* 
%®ft?yjWgc073-ZbXte7y?J-*b (If 
#82 7) *K #7if7MfcC P GE*'J£*"f 4fflfflDN 

A^^wtisisw-ss^ft^y^^w^iasxji^w 

8) |f*82 7fEf^73'-*hXJi777:3 r XX 

«*«p^Mf-MtcpGE5iji^rtsiNiniDNA 

*ftSWKtm*43£tt* 3- K-tSDN 

At, ft*«3iB»(iODNAi:<7)iaa6E5(liJtiei-Si 

tar**, ft^asiea^DNA^tfifc^fifai: 
■r^M f-/Wkc p Giwi&t zmmD n a *i$itw 
^zmm-th^M^y^m^- K-t 4d n ae?ijo 

am&^/XiiWPHMjS-r&^W^BT^'yh 
(11*113 0) 
[00 16] 

[fWB^Htt^JBl ^SfeEKisft^M^MfcC p G 
W3\tt-?&MMVN AtLXtt. Tfflffo, B«BL fit 

&ZttfX*%&, *J~MtZtlX^%^C p Gtf— 7 
%%-?&*V3T**^Z7)/*J-b' (ODN) f»A' 
^■f'J 7tea#f4 D N AT'J>n{±'fc'<7)J; d HOTt 
J:<, X-bUs/7 ■ 3'J, ^yyi7 ■ -a-t- 
X, yj.-KW ■ 7X7^7-9-, "7";^^7 • ^-7 
M'J^A, 4r5f-7 • 7;Hr7-tyX, 7l/?Xt- 
b'7'Jj}-- 3H^x, -t/Ut^^ ■ 5^7^. 
/-K;k7-fn ; &i-7 • i/'yyAyx, x^7 -f 03 7^7 
• 7 1 >l^'>7>, 3>J^f U^A • y7f 'J7 7^ 

7=& fc' W ^f'J74*«DNA *^*WC*»f 4 1 fc 

[0017] *>*»s^M^;Wfcc p GE?iJ^*1-|»Ma 
DNA*«fS«tBiBrr&S«ft^w?^*i:LTIi. 
^M^Htc p GE?'J^*-fl»«fflDNA^#MWclS 

bhi*c7)TLR9^, E^lJ#-f 2r^$tll.75 7B? 
E50ttJV^T. l^L<{4»ffl<075 7»*«^ 
^ L < (i#SD$n^7 5 7 BEfla^S: 0 . *^±I2^ 

7 i-Mtc P ge^ij t ^rt * mm d n a t itiiwtiga 

•T4 i i: **f S 4 7 7^7IB\ ^ii^^ffij^i. 7 7^\° 

c pge^**^ 4israjDNA*wswt:igsrrss* 

ft 7 7^° 7 ^fi . -e ^ D N A En +f ffi^f CSo' S ^*a<o 
77ffit'P^4^t^-C#4o 
[0018] *fWBco^M /HtC p GE^iJS:* 
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3- Y~Th DNAfc LTJ4. EM3ltf)EM#-^2T-^$ 
tlht h^*cOTLR9^u-Ht-|»DNA. WitTE 

m## i -c^$ft4 *>o^, EM#^2 X^tll 7 5 
7 KEM^&v . 1 < (4SdI?)7 5 J Btffcjfe, 
wm I < J4flDn£ft£7 5 y^EM^fr 0 . *»o± 
te^M^Htc p gem^-j^mbd n a£#isw£ 

Bitts - k 4 * WW** 3- H-tS D N A 

^ft&DNAfc^hyyvxyh&^ffTTvW 7' 
'J *r-f XL, a^JJBIMf-JWfcC p GEM£3nT4ffl 
MD N A£ttBtt£8iR*-& £ k § 9 
3-b'-t4DNAtfi*Sil s £;h.£>li*0)DNAEM 
flH8*fc*^# , Wi.tT-7^Xi*«T L R 9 KfcV vt 
li^^XRAW264. 7cDNA7^f 7'7'J-^l 2 

9/s v j-^xjlfc?^ 77U-&k>^ft]co?j 

[ooi9]*^, ems# i fc^sfisfiSEMXJi 

* ^fflffiWEMMt^ zti wEM^-asxji^SB £ r 

n-7kLT. V7X&*?)DNA7>f 7?V-lZttl 
£fT&V\ f£7n-7£;vf 7'jyMX1-4DNA£# 

mt -thfeimmt* i-nitc P gem* wa 

DNASr^WW^-tSSW^^w^WSrn-K-t 
4DNA£f#4£kiT'#4. a>*>4DNA£J|Xf#-f4 
tft«A>( 7U ;5M -fe'-y a fflgfettk LTJ4, Mi 
tf, 4 2°CT^A>f 7 'J r>f •tf-S' 3 > , &tf 1 X S s 
CO. l%^SDS£^Mg»$£4 4 4 2T:W5t 

numtwri z t . 6 5°c w w 7u r-r * 

-y 3 y,M'0. 1XSSC, 0. l%<DSDS&-£ 

trfRffiKC J: 4 6 5x;w8fcrM!yi£ iOKK Wf 

vyit^y^-izBWz^-tmmbixte. mm. 
mwHzm* commm *) . m^xhtm. m«cr> 

-y a ytox h D y y'x y y-k Pl^x h y y y'x y 

y- * usi-r 4 i k a^urr* & . 

[00 20] *^B^H-^^yA^Wk(i, -e^x. h 

h sfC^M f-J Wfc C P GEM fc^T* 6 ffl* D N A £ 

w^tsit^^ftyy^ymy v-t-fyw*. 

yA?fltT**tfffcV)J:5fcfc«T'kJ:<* 0>U(i\ T 
/^U7tX77^- fe\ lSfls0)Fc1B«, HRP s G 
F P & if fcftttWfcW 4 - k tfitZ . £ tz*%Wlz}5 
l/ttt, Myc?7 % Hi s?7\ 
FLAG^, GST^^k'^ta^ftl^TV^^ 

* K * ^fc ftttWfcWjp-t 4 - k 4 . Sl^r 
^^^JKi ^(Cji3fl*f4 Ni- 
NTAfcHi syy'cOiM^iJfflL^MfvMfcCp 



GEMfc^rtSfflBD N Aj^IWCiit SSS*^ 
y>»^«<otl»^. IMf-;WKC pGEM^W-tSiWli 

d n a s wmMmtt&mf wwbihj^, 

fMf-;Hkc p GEM**tiiBlliDNA*#SWt:B 

^•fs^*^y^°yw^-r-s»fitftosM^, * <ofls 

[002 1 ] *fM8^Mf-/WfcC pGEMSr^TtSW 
«DNA*^Wti2i(W&S3gflt^y^^fl^MW 

a-^/Ht*, **5iS{^ thM*f 
<Ofta^W*tS*Sr^*W(:*tf & - k . Ift 
^IdLUKM^/WtC p GEMSr^Tf SiHraDN Aift 

mmwiti%mi>y^?%zimb ixm^xn 
mizi. wm-f&zbtfx-zifiK ^w^t't^yyn 
-i->mm i; twmftntix£ o# * u>. 

y ^ o— t;mt**O^M f/HtC P GEM * W 

mDNA£ftmmzmm-z%®ft?y^?mzimw 
iBEg-t * '&mcr) = m^T l r 9 bj ^ 

[00 22] ^Mf-MkCpGEflfc^SiHlffiDNA 
SSS«fc:B« , f4S«#^y^^*fc:*tt&t5i*<±. 
<iffl^7-nb3-;^ffl^T. (ifiL<(±t Mil 
) fcBSM f-;Wtc p GEMfc^rf n a 

■frtfBffr. X(4MyyA°y^5:)gaffiH^t^WS: 

*&tfe<3-f, A^7'U H-Vffi (Nature 256 , 495-49 
7, 1975) , thB«A-f7'J F-V 

(ImmunologyToday 4, 72, 1983) SI/EBV-A'f 
7»J H-"7j£ (MONOCLONAL ANTIBODIES AND CANCER THE 
RAPY, pp. 77-96, Alan R.Liss, Inc., 1985) &k'ffii 
<02f££ffl^4 - k **TS 4 . jaTfc^M f-/HtC p G 

mm^timmD n a*^ swtsiirf s gs*^ y 

^°y»kLT. v^X^cDTLRgSr^CWT^ 1 ? 

x**^t l r 9 UTWSiwtis^- 4 1 y y o- 

[00 2 3] ±faa:mTLR9^y^O— ^;HffiWi, 
KmTLRg^yy n— f ;HES#*4-'> > f 7* 'J H - V £■ 
A y tjJfXtt^f y t> n-Cfliffifc i 0iS#1-4 i k J: 
0i*-r4ik^t'#4„ MiK, -fyt'^cioV^T 
(4, jffS L<(4-?7XXJ4v>y hcoJUKWT 

i5§H-4ik£4 9. i^>f yh'hn^tcfc^T(4. » 
ft«JB««ffl«*tltfiW4 z\ b izi. *)niZb WX'Z 
4. >f yf>n^t'A^7 l J K-viWf 4feft<0*& 

tfikLT(4. xyv?y-?4 yy^-yjy^fii4 

WBt^-ft-trRPMI 1 6 4 0X(4MEM^COffl^*t§ 
^^^-f4>Ik* i -C-^4o 



(7) ^2002-34565 (P2002-34565A) 



[0024] MmTLRQ^y^n-- JvHKttS&M 
7>J b'-V(4, Mitf. 7?;U|E#6a6*ifc*IW* 
y;^ITLR9^fflV^BALB/c7W^S 

(ATCC TI B-18) fcfc, 

ftiS3bl^fW-W:J:9*?y--y^-4 

So 

[00 2 5]^, *^^±IB^M^/HkC P G@£?iJ 
mm& (^HFRpfF^, 946.778-^) ^affl-fS^f:**"? 
iaijtftfcJH^T. *^M^;Hkc pGEWft^rt-ftiW 

b ^5 7 -f -?*tf>* U^r?- K*»»tft - t T* 
6. ^M^WtC P Gffi?rjS:#t6ifflffiDNA£-!|tMW 

S« 

[0 0 26] ££±teftmTLR9^/?o-^/N3ift 

mcommz, mux. fitc (7wn:^wyy 

b\ /3 -iiv 9 bis?— fe'XJi7 -f 3X'J b U 
^B*T«JiU:t><0*, ?l>-y£3£?yA?K (G 
FP) ^w^tSS^^^H^ifStt^S^lH^^ 

e^j * w-r «. *nn» d n a mmtzmmti%m? > 

STiffi b IXIZ. R I Am. E L I SAS, ffltVLi* 

[00 27] *5MUi£fc, JdSMfyHfcc p ge?ij 

fcRti. -f>HfcC p GK?ij&Wri>IH»D 

NAJ^SWtBitriSSfls^y^^W^a-K-fS 
jtfe^^iM^^Afi. Davis £> (BASIC METHODS 
IN MOLECULAR BIOLOGY, 1986) &tfSanbrook (MOLEC 
ULAR CLONING: A LABORATORY MANUAL, 2nd Ed., Cold S 



pring Harbor Laboratory Press, Cold SpringHarbor, 
N.Y., 1989) ^J:'^<«SfW^ll7-a7iH: 

i?yay s DEAE-r d fXb7^1>b5y^7i 
^yay, f7^<?ya y (transvection) N ? 

?y g y. xi^^bn^-^gy. »K#A. 

— 7°n— f-fV/ (scrape loading). 3IA#A(ballis 

tic introduction). JS^fcJ; Offd Z bifiX'% l> . 

m±mubLx\t. ±mm. xM/rhst 

X, fftfflB, 7M/7F37*7, 7^7<D37*7 

R*\ KnV7^7S2, 7^K7f7Sf 9f£0l4 
MB** LffllS. CHOI1, COSifflB. HeLal 
B, C 1 2 7MB, BALB/c 3T3WB (ytKP 

SiKb/? S >->*y— -tffr^fcx* 

MftSr^tf) , BHK2 IfflB. HEK293«, B 

0 w e s > 7 y-vfflna, mmmm^mm.mmmKcb 

1 0 0 2 8 ] £ fc s liMt LTte. ±IB^M^HbC 
P GKJIMrtillWDN ASrftSWCigiB-rsggtt 
* yA?M£?S±fflBrtT«£-£& £ fc**?* SH3t 

SH**, b***» SV4 0<0J:d*^JK 

A^ybX, 7?y-77^M, 7f7^^W> H 
ffi^bX, W&Wm^MVX, bbn^bxtftfc 

W7r-y'S b*cOJ:d^7°5X5 b'fcA'^f-y 
■CSS. i*x^M(i, «KtiBCS*4tf»fC4 
[0029] ±IE5SS**^'C^sa±JHilllS Ji W) 1 3&»6 

n^ni, ttifrfrhw&immixftktiift* 
i-Mtc P GE^j^^-rs«D n A&ftamzvm? 

--yyifmizm^&zbtfX'Zh. mm, mum* 

#S7f&i: LTfi. F. Pietri-Rouxel (Eur. J. Bioche 
m., 247, 1174-1179, 1997) &0>#i£$:£fcfflV*6;i: 
*>"CS. 4fc, ^S^M^HLCpGlS?ijSrWfSffl 
MDNAS^WtiSa^SS^^^^WSiBllffitS 

x^y-;bit^, m&tii. T=Jty&iM***y$IA 
7n7h^57-f-, *X*-b^o-X7n-7h/77 

<-^D7h/77^ — . A-f b'P^^7*A°^-f b^n 
v b ^ 7 7 i - H X Vf V 9 ^ y 9 n -7 b 7 5 7 -f - £ £ 

if* t<«is aa«*^o-7b/57 
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$hmd n Ammmzmm?z>%m? wwrnm 

&£2&tz*7^. ±IBTLR9^^Mf-;Hkc P 

oie^ij s- %t mmn n a £ ^gwfcsartssgtt* 

v >6 i fc fc J 0 , £ ft fc«#M fvWtc p asa^iJ £ Irf 

siiDNA &#ii«fctgta-fi> gg* ? y>w » m 
[0030] *8i5ifcisvvc . ±ibm f-Mtc P G@e 

(2. fJ4«b h»^it^-C3!)^l,^M^;HbCpG 

syj**i-4«naBD n a mmmzumtz^m? > 
f-;Wkc p Gi^ij£wti»ffl*D n A^mmzmm- 

"CKfllLfc^b MWftfcli* SSfeWUK^Mf-MfcCp 
GftfiJ £ t1-!.ffl*D N A fcftJtWfcgaM-SgStt* 

■ ■ WH^DSIfrf^fifcJ: D^vSttttSii, *M 
f-/WfcC P GE5H**t4iW*DN AiWaWtBBW- 
&5^ft?y^?«£?^l>«^£*fto*:^b hi) 
»Sr^"3. I>#b hiffifc LT 

t h»ft£ AftttCWf 6 £ fc I. 0*. tK 

[ 0 0 3 1 3 *^fcfcvv^Mf->Mfcc P GE 

t3V^T^Mf-;Hbc P GSe?iJ£^-t«.ffl»DNA^L 
XT-Km&Vftt. MWijfcWU *raDNA£J:.&3pijaM= 

nix, §L#x\i4&imis.'t&im* ®m%t<im 

•gcnRlffltfl&T IX \ ^ i)\ S>& V Mil JSffeMiT v ^ 
IWDNA(Cj:4JK»fcLTtt» iffl«DNA£4 

ijacffliD n a £«M$-fr *> a y t* h nTOiPif* 

Sptf 4 £ » SttWCfcL TLR9 y •y?T f 7b 

t MMfc£¥ff * i b1fiX'% 5 . 
[00 3 23 fc^T\ *yT)U<7)%mfcft\*8&.lX 

<&**m&mtt mmzit. ^M^wfccpGs^j 

*u zhht^mizmtthmmzm&xifmxim 
mmim t tnfmmam mmzm^^t^x^ 



xmfa^vxwmtVcmm^h ~ t vx-z ht\b 

Sf4i»^t Mft*. t^b^Mf^WfcCpG 
KfllSr^SWIBD N A£#PWfct8ifct SSS*^ ^ 

»9»R1-S^bMM*ii:IWI<0lMif, $^fclil*)») 

£ Lxmmt z fc i lw ipfrim *>wtc P 

GK^iJ^^r-r&iHBfflD NASr«fHWfcS»tSS$*^ 
»£ n - «&F«ffiB*^fefe*±-CXaX« 
JWJfSStS^b h»ft^^i££, ^Mf-MkC p 
GSJIISW^SiHniD N A*«fP«fc:Baw-Sg««c^ 

[00 3 33 M^Jf. TLR9^<^M^HkCpGS 
X. "t^felM^/HkCpGffi^JSrWtSifflifDNA 

x{2, wzmfc^yj 7? y-3&»6PCR*«^rffit 

J: Oftfeixfcil^BrfrSrfflv^ . -USMfvMliC p 
GBWtt-t^WID N ASr«pHWfcB»t*«»*^ 

o--y?ztitz#*i-MtcpGmmi}tiwmD 

DNA^-iry^v^HiOWS^*. cco^o-yco 

*Mf-/WHC P GSS?IJ£^§*fflffiD N A^^WtCfg 

HK^pMCl+si-a&fXr-fe-s'h^tlBHU, 3'* 

W:y7f l JTb^^A77^yh (DT-A) 
®f5^#^7^X'7-f;UXC7)^-5> ; >^7"--t:' (H 
SV-tk) afiK^f^jt^*#At S £ fci •> 

[0 0 34 3 ZCOftmZtlfzf-'yT < y^'^? 
ttDMfcU xix^ hp#l/-y3^ («m^7L) S^t 

HWHaiif(^)+*»6, G4 18^y?nt'7(G 
ANC ) ^wtS4ft»tcJ; Offi|siW»aii£iei LfeE 

mt-fmmifafrt'ofrzw'yyv-v tmmzx o 

&tz, Z<7)^7-vm£faWZ*4 y?—7nx 
%MZ> z. fc fci-Jt, *fMB^Mf-/Wkc p Gi£?iJ£ 
*"t S Mil D N A * «fS«fcg»-t4SSflt 9V*9%. 
J vtT^Y^XZmkthZtifiX'lZZ,. ±tz. ft 

* f;Htc P Ggem tti,ifD n a mmmm 
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S*>^o*>S:?B8 , t«^fc tTf±. $UJ1. _hfB^ 

at j: •3fffe*utv^3&»6RNA*j|i*LTy-ir>' 

[0 0 3 5] &tz. fftfiSfi-fcTLR 9 J*i9T*JY"? 

*t xa^M f-/Hfcc p gs^ij h mm d n a m** t 

T^^-C'J>Sii:(i, CpG ODN£T 

LR97 'y^T 1 ? h?')XW7^n7r-y, #&fO 
fig. ffittfflBa^f^&gMtM yfhnXfi-f y t'-K 
■OSJUtfW). *»*»4*Bflat*JltSTNF-a, I L- 
6, IL-12, IFN-r^IM^ BUBM 
0>*JItf?g^\ If HBfflJBOTCOC D 4 0 . C D 8 
0. CD86. MHC7 7Znm<V&W.cr)$fflA*?. N 
F-«B. JNK, IRAKf«TLR9^/t;l4 

aa^i:t5tts^H^stt^*ai£i-6 - m o wb 

»7 h v^^ti.^M f-;wbc p gse^ij t: a mm D N 
Amcomm^comm^mmmmzn-t ivt+ymst 

izfim^TJlb-tl Z b 6 . 
[ o o 3 6 ] m i-MtC p GKflte^SfflaiD N A 

m^mzMmth^MW? y>v%.<r> v jyx-j*- 
7;7^{itlr9 f-;Hb c P Gie^ij * 

r6««DNAt»JIWKBaW4«»*^y^lt* 
S-H-fScDNAt^fyyS-T^f-y, WX-a. 
-□7-(7^yh, SV4 O^COTDt-?-, Rtf5 
f >y b /3 - 7'D t" y % S V 4 0 U AX144 Vfo 

^50«&i§» umw7xm§mz®m 

fr& h 5 yxy'x - -y £#J«-f S d t 

S„ ifc, cDNA*Wi-4ffV^X<oaS?{±, V?* 

^J^^cfcOmDNA^ttftU SAUdMWtC 

p Giajij* ^rrsnintD n a awfcB»*sg£# 

^ WC^Jtta- H-r«.af5^&TP-7 - fc1-|, H -y b 

fePC Ri£3Hcl Off 3 i b ffX'% h . 
[ 0 0 3 7 ] *fc , *5WBW^Mf-/HkC p GE^JSr* 

3-b"f5DNA<o^»*6v^±-»*fflv^i:, 

f-;Ht c P gkjij * *rt & sra d n a £ nmmzmm- 

m^^z3m%mMmmtt>zbtfxzz>, #?& 

wizmz zticmmcomrnxmb txti. 

c P Gmm^ttmmD n A*«ps«fcisiti--&s« 

itzmmz, ±fE*fHBwDNA<o^»*)Sv>n-gpS' 

h7yx7x?y3^fl:J;^AL, ^MfvWfcCp 



GK?iJ * I) fflM D N A £ ftgffi tBIW- & 3«S# ? 
yA-?K£38^$fflJ|B£fcS;frj££¥H'S ZbtfX 
fc, Wt, *>3&>4^Mf-;HkCpGK5iJ**-tSiNHlfD 
NA£#MWt:!0-t.g)^ft^y>^ J »£^tl.ffl 
KkUTtt, JJEDNA^tfftfeflcfcyf yr/W h£ 

a 5 #£U^ 

[ 0 0 3 8 3 * Lt t tz. JJSM^/WfcC P GSE^iJSr 

wts«eifDNA*^wt3imr4S«*^y>'^* 
*3-h*-rsDNA, iM^wtcpGE^^w-rsw 

SDN AS: ^« tUSSW 4 * y ' * i: 
y^^«&V/X(±^7°f- K^^i: * te-^S-lirfeH 

^;Kbc P Gffi5'j£*i-4iWfflD n a iftmrnz 
imt y^?mzmh%ifo. ^mmc 

^ y^?m%m-h zbtH'% ti&skkisAtth 

miEMMs IM^WkCpGS9iJ*#tSiffllfDNAi 
**3i#Jf&&'t*#t MWU. gM^-Mtc p GSJiJSW 

i-mmDNAmmmzi&mt&gmfy^Mz 

^Mf-;WfcCpGi»|t*t4««DNAt»RW 
i: , *^ct)IM f-/WtC p Gie?ij£:Tf 6fflffiD N A 

7y*3*-*M>, ^Mf"MtCpGS?IIS:^t6iWB 
D N A^-r^RJSttWTOiWXiiffiJl^&X^ U 
- - y ^-f S i i, ztit><r)X7V --y?\z 

£<o®t,titzh<7M, fflm®%mzmmmmxii 
mam**? s r v)v*?-»mm i < imizm z> mm 

[00 39] ±feTLR9vSttt(i, IM^HtCpG 
@B?iJ&*-ri.M«DNAt^PWtcRi5L, 

^^sartsatg* vu\ i^^Mmmmb ix 

II TNF-a, IL-6, IL-12. IFN- r f 

mA YttAy^mL-fhrn^. mm* 

CD40. CD80, CD86. MHC^^XII^COfii 
lgteimt&m&*. NF-^B. JNK. IRAKf 
<7)TLR9 <F>isy^M5Xmz&\ J th J riW£ l &.tt£ 

vm&%b*zmmzm*t&zbtfX'Z ht>\ zti 
t>izm%.zti&i>cDxntt:\\ 
[0040] *^co^M^Hkc p GRm^i-zm 
idnaj ftmmzmmt y>w %.<r>rtt- 

X YX\iTy?-d-X YCOX? U~-yV^mb IX 

it mkmm^r. ?^o7t^. KUtWiaxti: 

ISttWfiB^^^aaEiWiJIS, 2Mf-/MtC p Gffi^iJ^Wt 
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h mm d n a z^mmizmmt i s^* 9 y > w « z% 
mix ^hmm. ^Mf-^wtc p GWMtimmnD 

mmcom f-;wkc P gsjij * sffl« d n Atc*t l 

*K ff&mt hWM. ^Mf;Wfcc p G@tfiJ£#iT& 

ftX+MtC pGffiJiJfcWt&lMSDNAfcftBW 

[ 0 0 4 1 ] ifc, ??o7 T-^vSttXIiBiiWS 

■ Z btfmftmz X 2> A=>ydf *=5r<-rs i k 

WfcC p GE5lJ&*-fl»ifflMD N AtC^t^EJEEttOP 

$ijftwx{i(£jtft^x^ u --ywz&^xmmx* 
[00423 ttz. ttxj-jutc p omm^tmrn 

--yfUmtLXte. »K^fc^M^;HbCpGE 
jij^-tsiiiniDNAfc^ffiT, ^Mf-;WtcpGH 

ft, X(il^yA^W^«tTV^«H&-fyb'h 
HJ£ ■ fWtft^rae^ I^i-Mtc p GETdSr^r**, 

tji*7?n7T- ^'XtiBf IBHIUB k JiS$ftl? k i t> h 
ts>Vt> A V b* h o Tlf fli-fr !7?P7r-y 
XttfflBHW&^M^MfcC P GEJiJ&*r**«l»D N 
A^STT'^ftU R^D7r->'*«L<»±IWWffl 
7 n 7 r - ^ttXi±K»WvStt^M«& iJS 
■fWt6;ft£*K ^Mf-^-ffcC P GS?!l**1-S«» 
DNAtWUTRJCtt^WtS^w^ft^a-K-ti 

57?o7r- xXfiKiM k f-;Htc p G IB^rj 
& ?Tt 4 WfflD N A k fc* 6 A» tM y t* h oTSttti: 
U&fctt, n7 r—>'X{±l¥K«IiaS««!ft*t<0 

^MfvMfcC P GEJfl£#t*ffllfD N 
Ate*fLTRI6tt£ir*4 ? wtfftfca- 



7 r-^X{4Bli«^^M^HbC P GRfl|&*r$-* 
«jaDNA(7)#T±TT-^*t. M7^n7T-^t< 
ttBWBIBtf)'? 7 n 7 r - i^XJiJMWffllSJStt^g 
■ SWtS*^ ^MfvUkCpGETOfc* 
^S«ifDNAfcttLTfiUMfc#t4*W^*S:i 

- >m l < immma-? 7 o 7 r - vmx\mm& 
GMm^immDNAiznixmrn^i-t^y 
b vmm bkfritowmzk ossfeStffcSL tmt 

£ ■ Mr*-4Stfe*\ IM^WtCpGE?ij*wrs« 
»DNAC*fLTRiEtt*^rr4^W^fti3-H1- 

£S4U IS^bM&»^^§-7^n7r-^ 
t < JilPPil 9 n 7 r — ^MttXtiJfiWBJfitrStt 

<os*sws£ ■ mrr**^. ^M^ntc p ge?ij 

*3-Hf 6a^»ffi*9fi!fe*±-C5(3IL^b hi) 
tftWMMttft* l^b MJjft * 

h fcts S v ^ o 7 r - y?SttXtt»liiffl)BJStt« 
S^&ilS • IPffi1-|.^^k"&ft*WC*tfl)Ik* s 

*J-Mtc pGMnz^i-zmMDNAtlXli. c P 

G ODN (TCC-ATG-ACG-TTC-CTG 

-atg-ct :smmr5) zm^&ztmn^ 
#\ itiizmfezh&cohxntc^. 

[0043] *%m\iifz, W»c«*»^Mf-/Wfcc p G 

s^*^6iBiniDNA^«fS«i3i8iirtss^#^> 
c p gk^ij ^^-r &mmD n a 5- ^wtsaw-sss 

>a°7 3 - Y<th D N AE^iJ k RMtti Z k *» 
^^rS, *M*rt^CpGiWfc#*&«mDNA£«f 

f-;Hi:c P GiwitfrtianiD NAi«n«fcBi»r 

»WK£ 3- D N A<^EJBI<o«ttiJ 
I4» it(5f«i»§»^DNAK;Kl^ait 
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f#S i k I) *V A D N A*? , R N AXte c 

d n a & ^ancw? * ; k i#z.tit>£mM% 

til i> frfrl1Mi&Rlt&*iG* PCR 

mmmx^ftx^mte . i^^a^s k Jt« l 

)5gf&£mitffl D N A £fl[|£M f-/HfcC P G@E?iJ^ 

& 3- h'-TS it^Pfc'W 7' 'J />f X$ its i k T|S|£ 
:<7)i5l:, ^Mf-/HfcCpGiWI 
**1-4iWl»D N A£#JIWfctg»rSggtt* 

/wise p GS^JSr^r-riiffliiDNA^swtisa^-s 

[0044] *»»Wi4fc, ^MfWkC P GEW** 
■fSiWBDNASr^Wtai^-SgS*^^^^ 
3 - H -f 4 D N AXii R N A <7)7 yf-fe V X^^X 
{i-gP*^£S2M^WfcC p GSMt*r*««DN 
A Sr«rJ*WtiS»t SSgft ? «^SttX(4^ 
fcTO^4*ft*>IWBrfflTn-7\ RVmtTu-fR 
V/X\i&WmiWhMtC P GEfiJ&^rfSSIBD 

n a * ^gMsit-f-s » w mmmmzm 
^hm&ttixKmt+Mtc p Gmm^i- 
s mm d n a fcftswtsart .& ®g# * w ^ nam 

HBTfflrn-7'k l/CJi, ^M^HbCpGE?J*lTt 
S *HS D N A £ #SWfciS»t 6 SSft ? y ^ W £ 3 
SDN A ( cDNA) X(iRN A ( cRNA) CO 

Tyj-tyxMcD^mxii-^z-foio . 7°o-7'kLT 
HUM'S (^<kt20^-XOh) ^* 

tSfflMD N A £ ftllWfctgiSrf Sggfls* ft£ 

lfefi*£ (Dev. Biol. 170, 207-222, 1995, J. Neurobio 
1. 29, 1-17, 1996) ^ In sititM 7"U^-b'-^ 
3 y&(J. Neurobiol. 29, 1-17, 1996) *K in si 

tu pemmco^mzx ^ommmmmmcoxd^m^com 
[0 04 5 3 *mfrBmeii6mbi,xit* tlrs># 



ggft* yy?^ wwr rf-x b^ry ? 3-t, t- zizts 
SBJfftHtf>£IHiJ • WSOTJ • HWfl&kWtf Si btf 

■e#s. 

[0046] friewJ; o iz. *%w^Mf-/Wt;c p g 
E?'l * *t S*MD N A SrftHWfcBiJN-S y 

ttMzMmtmmco&m^vhtixte. tlr9£ 

3 - H-f S D N A ££tf t arCh-hM t'coX o%i> COX 
hX<. *>3&»STLR9«r3-h"tSDNAk«ifttf^) 

^ M f-; Wk c P gejij S ffl«D n a 5- #*Wtci2 
KW- S^gft? ^A7 3- h'-TS D N A k 
miUXttlZtlzJ:*)^ ^M^HfcCpGffiJd^WI- 
S«l«DNA^^W(ZlO-tS^ft^W^W&3 

- H-rs d n ARflflKfc, ««&tx/xjifHiPtwa 

"Tlbk^S. 
[0047] 

mmmi (TLR9to^o--y^) 

t hTLR4cODNAE?iJtllg5:ffl^T, GenBankSr^ 

li#-^-AA27 37 3 1 ; -?<W ^£V^t7t„ :» 
•?^XESTc7)PCRtMi|i|*!fe^Ta-7'k LX , ^ 
XRAW2 6 4 . 7cDNA^-<77 i ;-SrX^U-^ 
*^SrTLR93r-ry'J-T^^7U-A 
&^E^JS-^3H^$fLS^^C0cDNA7n-y 
£4MStL£ iW?r7XTLR9<7DDNAE?'J'tff8S:ffl 

AE^J^^V^L^o i<0t hyVAE^tS^^-C. 
cDNAffiSffSriBISL U9 3 7»(J. Immunol. 16 
3 , 5039-5048, 1999) SJIJ#^1 C*$*l5fi« 
E?'J^^1"S^^t hTLR9«0cDNASr#|ffiL 

[0048]HS^J2 (TLR97 7?7->f7W« 

1 29/Sv J v^XJifKf^^ 7*7 U- (XYy9 : J 
-yWk) *»^TLR9yyADNA*#)tL, pBlues 
cript II SK(+)<??- (Xb^^^'-ya^) 

fci^iftSUfc. t-y^iVfts?*-^ LRR 

1. 0kb<7)7 7?'Xyb£, ^^^yWttjt^P 
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A-tvb (pMCl-neo; Xby^'J-y^M) tCHJIU 

■ \£ (HSV-TK) SffA-tSiiitiOWKL 
fc (Hi ) . iW^-yy^-f^^^-SWR-lt 
U B6414. 1 BBVVmim (ESW £xw 
biKU-S^gVU G4 1 s&tftfy^nt'TfcJSiJi; 

[0049] S^aE^TLR 9^3ife^5:#*tTV^ 
fc3ffl<Z>fc«ES?n-y£. C5 7BL/67-)^ 

fEHLfc. ^cOffi«=Jf^7-v">^^C5 7BL/6ttV 

jjpft^rng^ft F l £ 4 f 7 ux-fh Z b 
IZX-yXt^mSfaWA (TLR97 7^ T*J b "7 "7 
X : TLR9-/-) fcftfc (02) . 
-7 *7 7 (Affigli , V»7 * COM j&» £> I tz&7 J A D N 
AjScal X'VA : Jx.X b U 01 \Z^rf 7°U-7* 

m^tz^yyv ? bmzx r^^tz. *»tlr 

97 7 77^f7W (TLR9-/- ) JiX^T/UOS 
IiJW^ \fl** £ i i: , 1 2 51 @ 2 TrUMKrS 

[00 50] Sulfite J: 0 T L R 9m&rfWfcWL 

tf»mix^hc\bzvm-t&tz)fi>. mtmwx ( + 

/+) &y'TLR9 7 777')f7'>X (-/-) 9M 
H«*^*ttJL^RNA (10//g) J«SU*®t 
jWt-Mn>«fc»LT, t 32 P] XMmitzTLR9 

K X\*0-T7 + > (/3-ac t i n ) KftRW&c 
DNA£fflwt/~ ify^n-y r-ftflrSrff-Dfc (H 
3) . dft.&OJSHfr^ TLR9mRNAC0N-*ffi 
77^yh«TLR97 7;77b77X^IIi 

fr&te«ajS;h/5:#»ofc. 4fc. c-*S77^yh 

S7n-7t Lfci§£. tI-77XM«T 1 r 9 WIS 
^J±Pf 4zIh?*7X Efcfco t c7) t ( nm ttM Xcr> t 
tttii 5 Jut**, v ^X 124*5: \ \ Z b tfhfr o 

fc. ^-7>7X*>^#^^K!i»c7)mRN 
A^^RT-PCRa^^Ki^ fUt4jS«l^)iI 

JoT TLR9C0N-*ffigPfiHXb'y7°3 K^ffl 
^P^"7X^UTSfg£l<)^TLR9^yv^© 

*»*^St55rV^i:^*j*>o7t (04) . TLR9 
y vtTiyb^xcovy^MMZyv— *H by mj 

[0 0 5 1 3 H*«3 (J«IS^a7r-^aaB) 
g^V^X (wi 1 d-type) SI/TLR977 
?TVhWZ (TLR9-/-) W-tiX-filWjaBErtt 
4 %ct)t^?" U ^ (DIFCOtI) &2m 



1 -r o*±a l , 3 Hic#77x«rt*> ^hsm 

(GI BCOftS) Sr^JnL^RPMI 1 6 4 0 tgttfe 
( G I BC OttS!) fyX'3 7°ClZX 2 B$I3I$£ L . 
£VNy?7.Sffr?£ (Hank's buffered salt solution : 
HBSS ; GI BCO#$S!) XikfttZ>ZblZ£*)4ffl 

mmzwwm. nmmmm^^yr-^bi 
xiZTcommzmmifz. 

[ 0 0 5 2 ] HJ6#lj4 (TLR977?77 bWXCO 

fty^iiitcpG%im^-fhMmDNAizm6m 
«) 

lljfi, CpG ODN (oligodeoxynucleotide) COJfc'g 
tttt, TLR&^Sa^^/l/ftiS^<^iW' , 7** 
ffCtt* M y D 8 8 fcflcfc l/t Hfc £ t # B >1 
L>MZtcr,tz Z.<7)W[yDS&yv77^b'?*7X\ l i.C 
P G 0DN£**LTlB5WrV^ TLR2/7^7 
7h777^TLR4y7777 hV^XlijEf&HC p 
G ODNCWLTJiBS-f* .ItLfeW-ttt. CpG 
O D Ntf'TL R2MT L R 4 liW<0T LRCiot 
SUS^livItSr^L-C^S -e^-C' TLR9/7?7 
7h77^CpG ODNlZft-f&jm&Zm^Xfr 

tz t~r. m&v?v7T-i;izm&m.&w bt 

[00 53]iaW!3K:J:OIWLfc#l»H^n7r 
-i/^INFr (30unit/ml) W#STX{4^ 

DN(0. lXtil. 0/iM ; TIB MOLBlOLtt^ ; TC 
C-ATG-ACG-TTC-CTG-ATG-C 
T ) % P G N (10// g/m 1 ; Signa and Flukaft 
M; x?7 <na-yt;x- TVUVxte*) .LPS 
( 1 . 0 u g/m 1 ; Sigmatil! ; ^HE*5 ■ 5 *V 
^Re-5 9 5^*) fcV^Li{C24l^ia*S«Ufc. 
i§»_h?f N Fa, I L - 6 I L - 1 

2 p 4 o c7)#«®& e L I SAffifciDiHJEU:. - 

(Wi ld-type)«7^n7r-yliCpG O 
DNCMUTNFa, I L- 6RV I L - 1 2 
£U Sfefcl FNrM'CpG ODNt|ijaH-6 
t , TNFff, IL-6at^IL-12«a4**«JtWin 
•f&Z\btfhfr-?1z. IfrL, TLR977^77F7 
>7X (TLR9-/- ) i^7^n7r-y(l I FN 
TCDftlETXZl. CpG ODNt*Tt5iESti3V^ 

frfrofc. 4fe, ifiS^^XStA'TLRg y<y77?7 
bWX&$k<7)~??U7T- ; J\±. LPSXliPGNfc 
WSiGSPKiOTNFa, I L-6RIXI L- 1 2* 
{UJInlSft^-tSifc^^oJt (H5) . *tJ, -t 
n-etLC0^^*(in = 3c0 3 F^ffl^-r o 04iWN. 

D. JiBiffi-cS^ofcifc^-t. 

[0054] t.fz. CpG ODNXIJLPStStS 
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ff4zg!-?^X (W i 1 d- t yp e ) M/TLR9 7 ■/ 

tr^hwx (tlr9-/-) commmmcom^mz 

ovvtH^tfcfc. tftttnvVWKWMSi ( 1 x 
10») fc*«U H6fciKt*«iMW>CpG OD 
NXJiLPSKi0 9 6^x;Wr^-M*lTtS«LTI¥ 
5W* Lfc . 4 0 ttffiHjfcC 1 n C i » [ 

»H] -fSy> (raJKyhai!) SiSSPbTHtcS 
l«g*U [ 3 H] COSKMS/S^^f-P-^H^ 

(A. y ^-h*a») TWfcliz (H6) . z\co 
fefll^, fMv^7^]pm«T1i, CpG OD 

n^l p sn&s-mzmixmmMmzimLx 

V tfrtf , TLR9 7 >y 97*7 h~? *J XCOWWBUXM , 
l^M^CpG ODN3pJjftHfcV^<>CpG 
ODNt,z£Z>MMim%.mi&t>ii%fritz> ifc, c 
P G ODN^JfrgLT, SJ£Svt>Xe£#OB«SI 
BS<0±S«IKi^jife^*^ft (MHO 7?xw<?m 

*^B«T1±C P G ODNCf^SftftMHC?? 

T L R 9 7 «y 7 W77<7)-?7 n 7 r -S*J>B W 
14, C P G ODNtittiieStttlWWlKWnUT 
\i&Z\bWbfr~>1z. 

[00 5 53 ^3. CpG ODN££#1-SA*?r'J 

r**DNA(±m«&}fftw«rat Thin 

<*)fBI£lfrK-h^£fc#&Wl'CV*.& (EMBOJ. 1 
8, 6973-6982, 1999, J. Immunol. 161, 3042-3049, 19 
98, Proc. Natl. Acad. Sci. USA 96, 9305-9310, 199 
9) , fIT'CpG O D NIS^^M y<7)M&. 

t , *mJ^MMmmiH*>T -y tv** 
y 3 y^ifUc. m±m-?*7x (wi 1 d-t yP 

e ) X(±TLR9 /y97*7 h"<"77 ( TLR9 _/ ~ ) 

1 Ong/m lc7r??7|jM^7n7 
r-y-3nz-|IBf (Peprotechfl:®!) fc-fttfl 
0%<0^s/B&ffJlllit*aaiDbfeRPM I 1 64 OtgifiT 
t£*L (J. Exp. Med. 176, 1693-1702, 1992) , tg* 
f*6BB^m^^«SrtH]lRt, 0. IjuMOC 
P G ODNX(40. l^g/m 1 WLPSO^ftT^ 
t<{^OTT^fcV^T, 1 0%^yjfefflfoffi£)^n 
L-fcRPM 1 1 6 4 0tgiWC"2 BlSPSitU:. iS* 
f£, ±JS^ I L - 1 2 P4 0<7)«J££EL I SA& 

■caugu: (07) . ;ote**>^>, g^sv^xi* 

<Ottttt«MBJiC p G 

t^utii c P G odn(4i L-i 2<7)m%.zwm 

[0 0 5 6] JJE1 Ong/m i«o-??;M8fi«v?n 
7r-^'-3 0— -flJ^H^ (Peprotechttfg) £#tf 
1 0%<WH&ff A»£»LfcRPM 1 1 6 4 0 tgtfi 

•cm* l , 6 b a fcigjR$ titzffittmm % , c d a o , 

CD80, CD8 6SOTHC;7XIH:Mf§, 



(phycoerythrin: PE;7r — 5 V ; Jx. 

il^^fflflaSr-b;^xXhV7h^xT (<7h>"7M 

Ji- (FACS Calibur) T'ftflrLfc (08) . I^&IHfr 
^. CpG ODNtfMJt, »4S"??X|tl*tf> 
iJ$S«M£fc^Tii, CD40, CD80, CD8 
6 RXfU H C 7 9 7 1 1 0#BES:ffi3! t X \ TLR 

9 7 'v77*yhwx&%;nfflttmMmxn. c p g 

L5fir*»o/i (08) . LPSfcifciMarcfcL 

^ 7. i *CO t T L R 9 7 -y 7 7 ^ h "7 *7 7 & * 

TLR9(4C P G ODNWiffliaiBSt^r^SS* 
Xhhz\btfhir~>tz. 

[00 57] HWJ5 (TLR9 7-y7T'7h-7^7i 
*tf0-77P7r-^CpG ODNKSfrtSJBgfcJ: 
6NF-a:B. JNKM'I RAK05iStt<ffc) 
TLRWymit T???-ftlrX'folMyD 8 8 
ZitbX*Vy/h)/*->*i— VX'foh I RAK£ 
vStt-fk U M v? 'M A P * 1— tf & tf N F - /e B £ vStt 
fltfSifcjWn&flT^S (Immunity 11, 115-122, 19 
99).*;TCpG ODW, «F*)y-/7-;l/ 
^31^ S 8Htflrt-4 *»if O 3&»t P^T »fc . H!t^J 3 
£J: 0 MCI L^K^MV^X&^T L R 9 7 v 9 7*7 h 
■7>)^IE7?D7T-y (1X1 0 6 cells) S", 

1. O^iMWCpG ODNX(41. Oug/m\cr>y- 
J\r£*5 ■ S*V^Re-5 9 5<OLPSf09^$ 
nfc^riaWPlftU, #V>77c7)^7o7T-S/#>^g6 
^^tttiiL, NF-/cB(DDNA^gPfi[&^O^W 

rn-T'kv^ titer y^a^-ht, mmmztf 
w *-Y7i;j{7xy i-\z&*)mm,tz (0 

9) . 

[0058] £0>*SSa>&, C P G ODNtlMS 
fc, Pf4iSV77.^c7)-?7n7r-y ; 'T1iNF-A:B 
«DN A*g-&?Stt3&«*Jirf S U , TLR97 7? 
T ^ h V ^ 7 i*t0V 7 o 7 r - vT'{4 N F - k B CO D 
NAlS^ffiittJPt^^^o TLR 9 7 •v97*7 h 
7^X^*c7)v7a7r-y'2:LPS T'fJSt L i> CO 
(4, H4;SV'7Xi*c7)-77a7r-y'2:LPS-C-fiM 
Lfc t <0 i: mmcON F-kB <n&mW&htl1z . JJJLh 
O&Hj!^, CpG ODN<^HICJ:*NF-«BW 
vgtt* s T L R 9 7 «y 7 7 *7 V 7 ^ 7 v 7 n 7 r - 

ytfci nmmzxm t t v ^ ; t s . , 
0+^ep(4n f - k b t^wro-7't com^co 
9m\mmm?v-7co?i.com.*^Lx 

[00 59] ±IEt 1 OX<40 1 1 T^S^ 
l^rlBI, C P G ODNX{4LPST»L^ff4M^*7 
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CpG ODN(iif*Sv>xi*c7)v^n7r- 
i?(F) JNKSO'IRAK i&ftitthtiK TLR977 
? TV h •? ^xi*cO 7? Q7 r - S'Tttft < iStttt I 
tc^Lbtfhb^tz (HI 0, 11), Lt* 5 -5t, C 
P G ODN^^tl>ffil8fEa(iTLR9(^ffLT^ 

[006 1] 

ttU Th 10)JE®£MSrfS#* W*?t'J7&* 
i 0 . M«D n a^M f-Mkc p GE^iJ i-ft-tr* U 

-X^;HkC P GS5lJS:*tSi|lintDNA*1$M«ti8il 
tSTLR7T S U-CO^ W?-S*#^WC^flTL 
R9^, ^<l*3-H-fS31^DNA^ii. fflfflftg 

y >y?7<7 MWJj£fflv>4i:, 'J7i*DNA<0 
[0062] 



mmmmm (mm&vi. o%oHjhyx-i 

00. 1 3 7mMC0NaC 1 , 2 OmMOh 'JX-HC 

1, 5mMC0EDTA, 1 0%^>J-feO-;W N ImM 
(OPMSF, 2 0 Atg/m 1 COTyxJ^-y, 20ug 
/m\ COUJ^yj-y. lmM«Na 3 VO 4 a^l0m 
M<O0-^y*oyy»fc*#*6IHWjE; P H8. 
0) tWrCiSIKU ^^M^^^KJNKgift (tf 

fffi&gVM) TmtmL-Z. KM (Immunity 11, 1 
15-122, 1999) fefScOidt, >f yh' bodf ^-HfT-/ 
•fe4fcfrV\ GST-c-Jun?f)SSa« (GST- 
c-Jun) fcSflfcLfcJNKiSteXtfl RAKWffi 
tt^ISU (01 0, 1 lUfcltS-LS; GST-c 
— Jun, Auto). 

[0 0 60] ifc, ±IEifflJfi»)»ft*. SDS-^UT 
IH8) X(±SU RAKjftfr (Transduction Laboratorie 

(010, 11 izmtTfSt ;WB), JJUi^ttft** 

SEQUENCE LISTING 
<110> JAPAN SCIENCE AND TECHNOLOGY CORPORATION 
<120> Specific receptor that recognizes bacterial DNA 
<130> A031P63 
<140> 
<141> 
<160> 5 

<170> Patentln Ver. 2.1 

<210> 1 

<211> 3257 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (107) .. (3205) 
<400> 1 

ccgctgctgc ccctgtggga agggacctcg agtgtgaagc atccttccct gtagctgctg 60 
tccagtctgc ccgccagacc ctctggagaa gcccctgccc cccagc atg ggt ttc 115 

Met Gly Phe 
1 

tgc cgc age gec ctg cac ccg ctg tct etc ctg gtg cag gec ate atg 
Cys Arg Ser Ala Leu His Pro Leu Ser Leu Leu Val Gin Ala He Met 

5 10 15 

ctg gec atg ace ctg gee ctg ggt ace ttg cct gee ttc eta ccc tgt 
Leu Ala Met Thr Leu Ala Leu Gly Thr Leu Pro Ala Phe Leu Pro Cys 
20 25 30 35 

gag etc cag ccc cac ggc ctg gtg aac tgc aac tgg ctg ttc ctg aag 
Glu Leu Gin Pro His Gly Leu Val Asn Cys Asn Trp Leu Phe Leu Lys 



163 



211 



259 
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40 45 50 

tct gtg ccc cac ttc tec atg gca gca ccc cgt ggc aat gtc acc age 307 
Ser Val Pro His Phe Ser Met Ala Ala Pro Arg Gly Asn Val Thr Ser 

55 60 65 

ctt tec ttg tec tec aac cgc ate cac cac etc cat gat tct gac ttt 355 
Leu Ser Leu Ser Ser Asn Arg He His His Leu His Asp Ser Asp Phe 

70 75 80 

gec cac ctg ccc age ctg egg cat etc aac etc aag tgg aac tgc ccg 403 
Ala His Leu Pro Ser Leu Arg His Leu Asn Leu Lys Trp Asn Cys Pro 

85 90 95 

ccg gtt ggc etc age ccc atg cac ttc ccc tgc cac atg acc ate gag 451 
Pro Val Gly Leu Ser Pro Met His Phe Pro Cys His Met Thr He Glu 
100 105 110 115 

ccc age acc ttc ttg get gtg ccc acc ctg gaa gag eta aac ctg age 499 
Pro Ser Thr Phe Leu Ala Val Pro Thr Leu Glu Glu Leu Asn Leu Ser 

120 125 130 

tac aac aac ate atg act gtg cct gcg ctg ccc aaa tec etc ata tec 547 
Tyr Asn Asn He Met Thr Val Pro Ala Leu Pro Lys Ser Leu lie Ser 

135 140 145 

ctg tec etc age cat acc aac ate ctg atg eta gac tct gee age etc 595 
Leu Ser Leu Ser His Thr Asn He Leu Met Leu Asp Ser Ala Ser Leu 

150 155 160 

gec ggc ctg cat gee ctg cgc ttc eta ttc atg gac ggc aac tgt tat 643 
Ala Gly Leu His Ala Leu Arg Phe Leu Phe Met Asp Gly Asn Cys Tyr 

165 170 175 

tac aag aac ccc tgc agg cag gca ctg gag gtg gee ccg ggt gec etc 691 
Tyr Lys Asn Pro Cys Arg Gin Ala Leu Glu Val Ala Pro Gly Ala Leu 
180 185 190 195 

ctt ggc ctg ggc aac etc acc cac ctg tea etc aag tac aac aac etc 739 
Leu Gly Leu Gly Asn Leu Thr His Leu Ser Leu Lys Tyr Asn Asn Leu 

200 205 210 

act gtg gtg ccc cgc aac ctg cct tec age ctg gag tat ctg ctg ttg 787 
Thr Val Val Pro Arg Asn Leu Pro Ser Ser Leu Glu Tyr Leu Leu Leu 

215 220 225 

tec tac aac cgc ate gtc aaa ctg gcg cct gag gac ctg gee aat ctg 835 
Ser Tyr Asn Arg He Val Lys Leu Ala Pro Glu Asp Leu Ala Asn Leu 

230 235 240 

acc gec ctg cgt gtg etc gat gtg ggc gga aat tgc cgc cgc tgc gac 883 
Thr Ala Leu Arg Val Leu Asp Val Gly Gly Asn Cys Arg Arg Cys Asp 

245 250 255 

cac get ccc aac ccc tgc atg gag tgc cct cgt cac ttc ccc cag eta 931 
His Ala Pro Asn Pro Cys Met Glu Cys Pro Arg His Phe Pro Gin Leu 
260 265 270 275 

cat ccc gat acc ttc age cac ctg age cgt ctt gaa ggc ctg gtg ttg 979 
His Pro Asp Thr Phe Ser His Leu Ser Arg Leu Glu Gly Leu Val Leu 

280 285 290 

aag gac agt tct etc tec tgg ctg aat gec agt tgg ttc cgt ggg ctg 1027 
Lys Asp Ser Ser Leu Ser Trp Leu Asn Ala Ser Trp Phe Arg Gly Leu 

295 300 305 

gga aac etc cga gtg ctg gac ctg agt gag aac ttc etc tac aaa tgc 1075 
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Gly Asn Leu Arg Val Leu Asp Leu Ser Glu Asn Phe Leu Tyr Lys Cys 

310 315 320 

ate act aaa acc aag gec ttc cag ggc eta aca cag ctg cgc aag ctt 1123 
He Thr Lys Thr Lys Ala Phe Gin Gly Leu Thr Gin Leu Arg Lys Leu 

325 330 335 

aac ctg tec ttc aat tac caa aag agg gtg tec ttt gec cac ctg tct 1171 
Asn Leu Ser Phe Asn Tyr Gin Lys Arg Val Ser Phe Ala His Leu Ser 
340 345 350 355 

ctg gec cct tec ttc ggg age ctg gtc gec ctg aag gag ctg gac atg 1219 
Leu Ala Pro Ser Phe Gly Ser Leu Val Ala Leu Lys Glu Leu Asp Met 

360 365 370 

cac ggc ate ttc ttc cgc tea etc gat gag acc acg etc egg cca ctg 1267 
His Gly lie Phe Phe Arg Ser Leu Asp Glu Thr Thr Leu Arg Pro Leu 

375 380 385 

gec cgc ctg ccc atg etc cag act ctg cgt ctg cag atg aac ttc ate 1315 
Ala Arg Leu Pro Met Leu Gin Thr Leu Arg Leu Gin Met Asn Phe He 

390 395 400 

aac cag gec cag etc ggc ate ttc agg gec ttc cct ggc ctg cgc tac 1363 
Asn Gin Ala Gin Leu Gly He Phe Arg Ala Phe Pro Gly Leu Arg Tyr 

405 410 415 

gtg gac ctg teg gac aac cgc ate age gga get teg gag ctg aca gec 1411 
Val Asp Leu Ser Asp Asn Arg He Ser Gly Ala Ser Glu Leu Thr Ala 
420 425 430 435 

acc atg ggg gag gca gat gga ggg gag aag gtc tgg ctg cag cct ggg 1459 
Thr Met Gly Glu Ala Asp Gly Gly Glu Lys Val Trp Leu Gin Pro Gly 

440 445 450 

gac ctt get ccg gec cca gtg gac act ccc age tct gaa gac ttc agg 1507 
Asp Leu Ala Pro Ala Pro Val Asp Thr Pro Ser Ser Glu Asp Phe Arg 

455 460 465 

ccc aac tgc age acc etc aac ttc acc ttg gat ctg tea egg aac aac 1555 
Pro Asn Cys Ser Thr Leu Asn Phe Thr Leu Asp Leu Ser Arg Asn Asn 

470 475 480 

ctg gtg acc gtg cag ccg gag atg ttt gec cag etc teg cac ctg cag 1603 
Leu Val Thr Val Gin Pro Glu Met Phe Ala Gin Leu Ser His Leu Gin 

485 490 495 

tgc ctg cgc ctg age cac aac tgc ate teg cag gca gtc aat ggc tec 1651 
Cys Leu Arg Leu Ser His Asn Cys He Ser Gin Ala Val Asn Gly Ser 
500 505 510 515 

cag ttc ctg ccg ctg acc ggt ctg cag gtg eta gac ctg tec cac aat 1699 
Gin Phe Leu Pro Leu Thr Gly Leu Gin Val Leu Asp Leu Ser His Asn 

520 525 530 

aag ctg gac etc tac cac gag cac tea ttc acg gag eta cca cga ctg 1747 
Lys Leu Asp Leu Tyr His Glu His Ser Phe Thr Glu Leu Pro Arg Leu 

535 540 545 

gag gec ctg gac etc age tac aac age cag ccc ttt ggc atg cag ggc 1795 
Glu Ala Leu Asp Leu Ser Tyr Asn Ser Gin Pro Phe Gly Met Gin Gly 

550 555 560 

gtg ggc cac aac ttc age ttc gtg get cac ctg cgc acc ctg cgc cac 1843 
Val Gly His Asn Phe Ser Phe Val Ala His Leu Arg Thr Leu Arg His 

565 570 575 



(17) ^2002-34565 (P2002-34565A) 

etc age ctg gec cac aac aac ate cac age caa gtg tec cag cag etc 1891 
Leu Ser Leu Ala His Asn Asn He His Ser Gin Val Ser Gin Gin Leu 
580 585 590 595 

tgc agt acg teg ctg egg gee ctg gac ttc age ggc aat gca ctg ggc 1939 
Cys Ser Thr Ser Leu Arg Ala Leu Asp Phe Ser Gly Asn Ala Leu Gly 

600 605 610 

cat atg tgg gec gag gga gac etc tat ctg cac ttc ttc caa ggc ctg 1987 
His Met Trp Ala Glu Gly Asp Leu Tyr Leu His Phe Phe Gin Gly Leu 

615 620 625 

age ggt ttg ate tgg ctg gac ttg tec cag aac cgc ctg cac ace etc 2035 
Ser Gly Leu He Trp Leu Asp Leu Ser Gin Asn Arg Leu His Thr Leu 

630 635 640 

ctg ccc caa ace ctg cgc aac etc ccc aag age eta cag gtg ctg cgt 2083 
Leu Pro Gin Thr Leu Arg Asn Leu Pro Lys Ser Leu Gin Val Leu Arg 

645 650 655 

etc cgt gac aat tac ctg gee ttc ttt aag tgg tgg age etc cac ttc 2131 
Leu Arg Asp Asn Tyr Leu Ala Phe Phe Lys Trp Trp Ser Leu His Phe 
660 665 670 675 

ctg ccc aaa ctg gaa gtc etc gac ctg gca gga aac cag ctg aag gee 2179 
Leu Pro Lys Leu Glu Val Leu Asp Leu Ala Gly Asn Gin Leu Lys Ala 

680 685 690 

ctg ace aat ggc age ctg cct get ggc ace egg etc egg agg ctg gat 2227 
Leu Thr Asn Gly Ser Leu Pro Ala Gly Thr Arg Leu Arg Arg Leu Asp 

695 700 705 

gtc age tgc aac age ate age ttc gtg gec ccc ggc ttc ttt tec aag 2275 
Val Ser Cys Asn Ser He Ser Phe Val Ala Pro Gly Phe Phe Ser Lys 

710 715 720 

gec aag gag ctg cga gag etc aac ctt age gec aac gec etc aag aca 2323 
Ala Lys Glu Leu Arg Glu Leu Asn Leu Ser Ala Asn Ala Leu Lys Thr 

725 730 735 

gtg gac cac tec tgg ttt ggg ccc ctg gcg agt gee ctg caa ata eta 2371 
Val Asp His Ser Trp Phe Gly Pro Leu Ala Ser Ala Leu Gin He Leu 
740 745 750 755 

gat gta age gee aac cct ctg cac tgc gec tgt ggg gcg gec ttt atg 2419 
Asp Val Ser Ala Asn Pro Leu His Cys Ala Cys Gly Ala Ala Phe Met 

760 765 770 

gac ttc ctg ctg gag gtg cag get gec gtg ccc ggt ctg ccc age egg 2467 
Asp Phe Leu Leu Glu Val Gin Ala Ala Val Pro Gly Leu Pro Ser Arg 

775 780 785 

gtg aag tgt ggc agt ccg ggc cag etc cag ggc etc age ate ttt gca 2515 
Val Lys Cys Gly Ser Pro Gly Gin Leu Gin Gly Leu Ser He Phe Ala 

790 795 800 

cag gac ctg cgc etc tgc ctg gat gag gec etc tec tgg gac tgt ttc 2563 
Gin Asp Leu Arg Leu Cys Leu Asp Glu Ala Leu Ser Trp Asp Cys Phe 

805 810 815 

gee etc teg ctg ctg get gtg get ctg ggc ctg ggt gtg ccc atg ctg 2611 
Ala Leu Ser Leu Leu Ala Val Ala Leu Gly Leu Gly Val Pro Met Leu 
820 825 830 835 

cat cac etc tgt ggc tgg gac etc tgg tac tgc ttc cac ctg tgc ctg 2659 
His His Leu Cys Gly Trp Asp Leu Trp Tyr Cys Phe His Leu Cys Leu 
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840 845 850 

gcc tgg ctt ccc tgg egg ggg egg caa agt ggg cga gat gag gat gee 2707 
Ala Trp Leu Pro Trp Arg Gly Arg Gin Ser Gly Arg Asp Glu Asp Ala 

855 860 865 

ctg ccc tac gat gcc ttc gtg gtc ttc gac aaa acg cag age gca gtg 2755 
Leu Pro Tyr Asp Ala Phe Val Val Phe Asp Lys Thr Gin Ser Ala Val 

870 875 880 

gca gac tgg gtg tac aac gag ctt egg ggg cag ctg gag gag tgc cgt 2803 
Ala Asp Trp Val Tyr Asn Glu Leu Arg Gly Gin Leu Glu Glu Cys Arg 

885 890 895 

ggg cgc tgg gca etc cgc ctg tgc ctg gag gaa cgc gac tgg ctg cct 2851 
Gly Arg Trp Ala Leu Arg Leu Cys Leu Glu Glu Arg Asp Trp Leu Pro 
900 905 910 915 

ggc aaa ace etc ttt gag aac ctg tgg gcc teg gtc tat ggc age cgc 2899 
Gly Lys Thr Leu Phe Glu Asn Leu Trp Ala Ser Val Tyr Gly Ser Arg 

920 925 930 

aag acg ctg ttt gtg ctg gcc cac acg gac egg gtc agt ggt etc ttg 2947 
Lys Thr Leu Phe Val Leu Ala His Thr Asp Arg Val Ser Gly Leu Leu 

935 940 945 

cgc gcc age ttc ctg ctg gcc cag cag cgc ctg ctg gag gac cgc aag 2995 
Arg Ala Ser Phe Leu Leu Ala Gin Gin Arg Leu Leu Glu Asp Arg Lys 

950 955 960 

gac gtc gtg gtg ctg gtg ate ctg age cct gac ggc cgc cgc tec cgc 3043 
Asp Val Val Val Leu Val lie Leu Ser Pro Asp Gly Arg Arg Ser Arg 

965 970 975 

tac gtg egg ctg cgc cag cgc etc tgc cgc cag agt gtc etc etc tgg 3091 
Tyr Val Arg Leu Arg Gin Arg Leu Cys Arg Gin Ser Val Leu Leu Trp 
980 985 990 995 

ccc cac cag ccc agt ggt cag cgc age ttc tgg gcc cag ctg ggc atg 3139 
Pro His Gin Pro Ser Gly Gin Arg Ser Phe Trp Ala Gin Leu Gly Met 

1000 1005 1010 

gcc ctg acc agg gac aac cac cac ttc tat aac egg aac ttc tgc cag 3187 
Ala Leu Thr Arg Asp Asn His His Phe Tyr Asn Arg Asn Phe Cys Gin 

1015 1020 1025 

gga ccc acg gcc gaa tag ccgtgagccg gaatcctgea cggtgccacc 3235 
Gly Pro Thr Ala Glu 
1030 

tccacactca cctcacctct gc 3257 

<210> 2 

<211> 1032 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Gly Phe Cys Arg Ser Ala Leu His Pro Leu Ser Leu Leu Val Gin 

15 10 15 

Ala lie Met Leu Ala Met Thr Leu Ala Leu Gly Thr Leu Pro Ala Phe 

20 25 30 

Leu Pro Cys Glu Leu Gin Pro His Gly Leu Val Asn Cys Asn Trp Leu 

35 40 45 

Phe Leu Lys Ser Val Pro His Phe Ser Met Ala Ala Pro Arg Gly Asn 
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50 55 60 

Val Thr Ser Leu Ser Leu Ser Ser Asn Arg He His His Leu His Asp 
65 70 75 80 

Ser Asp Phe Ala His Leu Pro Ser Leu Arg His Leu Asn Leu Lys Trp 

85 90 95 

Asn Cys Pro Pro Val Gly Leu Ser Pro Met His Phe Pro Cys His Met 

100 105 110 

Thr He Glu Pro Ser Thr Phe Leu Ala Val Pro Thr Leu Glu Glu Leu 

115 120 125 

Asn Leu Ser Tyr Asn Asn He Met Thr Val Pro Ala Leu Pro Lys Ser 

130 135 140 

Leu lie Ser Leu Ser Leu Ser His Thr Asn He Leu Met Leu Asp Ser 
145 150 155 160 

Ala Ser Leu Ala Gly Leu His Ala Leu Arg Phe Leu Phe Met Asp Gly 

165 170 175 

Asn Cys Tyr Tyr Lys Asn Pro Cys Arg Gin Ala Leu Glu Val Ala Pro 

180 185 190 

Gly Ala Leu Leu Gly Leu Gly Asn Leu Thr His Leu Ser Leu Lys Tyr 

195 200 205 

Asn Asn Leu Thr Val Val Pro Arg Asn Leu Pro Ser Ser Leu Glu Tyr 

210 215 220 

Leu Leu Leu Ser Tyr Asn Arg He Val Lys Leu Ala Pro Glu Asp Leu 
225 230 235 240 

Ala Asn Leu Thr Ala Leu Arg Val Leu Asp Val Gly Gly Asn Cys Arg 

245 250 255 

Arg Cys Asp His Ala Pro Asn Pro Cys Met Glu Cys Pro Arg His Phe 

260 265 270 

Pro Gin Leu His Pro Asp Thr Phe Ser His Leu Ser Arg Leu Glu Gly 

275 280 285 

Leu Val Leu Lys Asp Ser Ser Leu Ser Trp Leu Asn Ala Ser Trp Phe 

290 295 300 

Arg Gly Leu Gly Asn Leu Arg Val Leu Asp Leu Ser Glu Asn Phe Leu 
305 310 315 320 

Tyr Lys Cys He Thr Lys Thr Lys Ala Phe Gin Gly Leu Thr Gin Leu 

325 330 335 

Arg Lys Leu Asn Leu Ser Phe Asn Tyr Gin Lys Arg Val Ser Phe Ala 

340 345 350 

His Leu Ser Leu Ala Pro Ser Phe Gly Ser Leu Val Ala Leu Lys Glu 

355 360 365 

Leu Asp Met His Gly He Phe Phe Arg Ser Leu Asp Glu Thr Thr Leu 

370 375 380 

Arg Pro Leu Ala Arg Leu Pro Met Leu Gin Thr Leu Arg Leu Gin Met 
385 390 395 400 

Asn Phe He Asn Gin Ala Gin Leu Gly He Phe Arg Ala Phe Pro Gly 

405 410 415 

Leu Arg Tyr Val Asp Leu Ser Asp Asn Arg He Ser Gly Ala Ser Glu 

420 425 430 

Leu Thr Ala Thr Met Gly Glu Ala Asp Gly Gly Glu Lys Val Trp Leu 

435 440 445 

Gin Pro Gly Asp Leu Ala Pro Ala Pro Val Asp Thr Pro Ser Ser Glu 
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450 455 460 

Asp Phe Arg Pro Asn Cys Ser Thr Leu Asn Phe Thr Leu Asp Leu Ser 
465 470 475 480 

Arg Asn Asn Leu Val Thr Val Gin Pro Glu Met Phe Ala Gin Leu Ser 

485 490 495 

His Leu Gin Cys Leu Arg Leu Ser His Asn Cys lie Ser Gin Ala Val 

500 505 510 

Asn Gly Ser Gin Phe Leu Pro Leu Thr Gly Leu Gin Val Leu Asp Leu 

515 520 525 

Ser His Asn Lys Leu Asp Leu Tyr His Glu His Ser Phe Thr Glu Leu 

530 535 540 

Pro Arg Leu Glu Ala Leu Asp Leu Ser Tyr Asn Ser Gin Pro Phe Gly 
545 550 555 560 

Met Gin Gly Val Gly His Asn Phe Ser Phe Val Ala His Leu Arg Thr 

565 570 575 

Leu Arg His Leu Ser Leu Ala His Asn Asn He His Ser Gin Val Ser 

580 585 590 

Gin Gin Leu Cys Ser Thr Ser Leu Arg Ala Leu Asp Phe Ser Gly Asn 

595 600 605 

Ala Leu Gly His Met Trp Ala Glu Gly Asp Leu Tyr Leu His Phe Phe 

610 615 620 

Gin Gly Leu Ser Gly Leu He Trp Leu Asp Leu Ser Gin Asn Arg Leu 
625 630 635 640 

His Thr Leu Leu Pro Gin Thr Leu Arg Asn Leu Pro Lys Ser Leu Gin 

645 650 655 

Val Leu Arg Leu Arg Asp Asn Tyr Leu Ala Phe Phe Lys Trp Trp Ser 

660 665 670 

Leu His Phe Leu Pro Lys Leu Glu Val Leu Asp Leu Ala Gly Asn Gin 

675 680 685 

Leu Lys Ala Leu Thr Asn Gly Ser Leu Pro Ala Gly Thr Arg Leu Arg 

690 695 700 

Arg Leu Asp Val Ser Cys Asn Ser He Ser Phe Val Ala Pro Gly Phe 
705 710 715 720 

Phe Ser Lys Ala Lys Glu Leu Arg Glu Leu Asn Leu Ser Ala Asn Ala 

725 730 735 

Leu Lys Thr Val Asp His Ser Trp Phe Gly Pro Leu Ala Ser Ala Leu 

740 745 750 

Gin lie Leu Asp Val Ser Ala Asn Pro Leu His Cys Ala Cys Gly Ala 

755 760 765 

Ala Phe Met Asp Phe Leu Leu Glu Val Gin Ala Ala Val Pro Gly Leu 

770 775 780 

Pro Ser Arg Val Lys Cys Gly Ser Pro Gly Gin Leu Gin Gly Leu Ser 
785 790 795 800 

lie Phe Ala Gin Asp Leu Arg Leu Cys Leu Asp Glu Ala Leu Ser Trp 

805 810 815 

Asp Cys Phe Ala Leu Ser Leu Leu Ala Val Ala Leu Gly Leu Gly Val 

820 825 830 

Pro Met Leu His His Leu Cys Gly Trp Asp Leu Trp Tyr Cys Phe His 

835 840 845 

Leu Cys Leu Ala Trp Leu Pro Trp Arg Gly Arg Gin Ser Gly Arg Asp 
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850 855 860 

Glu Asp Ala Leu Pro Tyr Asp Ala Phe Val Val Phe Asp Lys Thr Gin 
865 870 875 880 

Ser Ala Val Ala Asp Trp Val Tyr Asn Glu Leu Arg Gly Gin Leu Glu 

885 890 895 

Glu Cys Arg Gly Arg Trp Ala Leu Arg Leu Cys Leu Glu Glu Arg Asp 

900 905 910 

Trp Leu Pro Gly Lys Thr Leu Phe Glu Asn Leu Trp Ala Ser Val Tyr 

915 920 925 

Gly Ser Arg Lys Thr Leu Phe Val Leu Ala His Thr Asp Arg Val Ser 

930 935 940 

Gly Leu Leu Arg Ala Ser Phe Leu Leu Ala Gin Gin Arg Leu Leu Glu 
945 950 955 960 

Asp Arg Lys Asp Val Val Val Leu Val He Leu Ser Pro Asp Gly Arg 

965 970 975 

Arg Ser Arg Tyr Val Arg Leu Arg Gin Arg Leu Cys Arg Gin Ser Val 

980 985 990 

Leu Leu Trp Pro His Gin Pro Ser Gly Gin Arg Ser Phe Trp Ala Gin 

995 1000 1005 

Leu Gly Met Ala Leu Thr Arg Asp Asn His His Phe Tyr Asn Arg Asn 

1010 1015 1020 

Phe Cys Gin Gly Pro Thr Ala Glu 
1025 1030 
<210> 3 
<211> 3471 
<212> DNA 
<213> Mus rausculus 
<220> 
<221> CDS 

<222> (107) . . (3205) 
<400> 3 

tgaaagtgtc acttcctcaa ttctctgaga gaccctggtg tggaacatca ttctctgccg 60 
cccagtttgt cagagggagc ctcgggagaa tcctccatct cccaac atg gtt etc 115 

Met Val Leu 
1 

cgt cga agg act ctg cac ccc ttg tec etc ctg gta cag get gca gtg 163 
Arg Arg Arg Thr Leu His Pro Leu Ser Leu Leu Val Gin Ala Ala Val 

5 10 15 

ctg get gag act ctg gee ctg ggt ace ctg cct gee ttc eta ccc tgt 211 
Leu Ala Glu Thr Leu Ala Leu Gly Thr Leu Pro Ala Phe Leu Pro Cys 
20 25 30 35 

gag ctg aag cct cat ggc ctg gtg gac tgc aat tgg ctg ttc ctg aag 259 
Glu Leu Lys Pro His Gly Leu Val Asp Cys Asn Trp Leu Phe Leu Lys 

40 45 50 

tct gta ccc cgt ttc tct gcg gca gca tec tgc tec aac ate ace cgc 307 
Ser Val Pro Arg Phe Ser Ala Ala Ala Ser Cys Ser Asn He Thr Arg 

55 60 65 

etc tec ttg ate tec aac cgt ate cac cac ctg cac aac tec gac ttc 355 
Leu Ser Leu He Ser Asn Arg He His His Leu His Asn Ser Asp Phe 
70 75 80 
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gtc cac ctg tec aac ctg egg cag ctg aac etc aag tgg aac tgt cca 403 
Val His Leu Ser Asn Leu Arg Gin Leu Asn Leu Lys Trp Asn Cys Pro 

85 90 95 

ccc act ggc ctt age ccc ttg cac ttc tct tgc cac atg ace att gag 451 
Pro Thr Gly Leu Ser Pro Leu His Phe Ser Cys His Met Thr He Glu 
100 105 110 115 

ccc aga acc ttc ctg get atg cgt aca ctg gag gag ctg aac ctg age 499 
Pro Arg Thr Phe Leu Ala Met Arg Thr Leu Glu Glu Leu Asn Leu Ser 

120 125 130 

tat aat ggt ate acc act gtg ccc cga ctg ccc age tec ctg gtg aat 547 
Tyr Asn Gly He Thr Thr Val Pro Arg Leu Pro Ser Ser Leu Val Asn 

135 140 145 

ctg age ctg age cac acc aac ate ctg gtt eta gat get aac age etc 595 
Leu Ser Leu Ser His Thr Asn He Leu Val Leu Asp Ala Asn Ser Leu 

150 155 160 

gec ggc eta tac age ctg cgc gtt etc ttc atg gac ggg aac tgc tac 643 
Ala Gly Leu Tyr Ser Leu Arg Val Leu Phe Met Asp Gly Asn Cys Tyr 

165 170 175 

tac aag aac ccc tgc aca gga gcg gtg aag gtg acc cca ggc gee etc 691 
Tyr Lys Asn Pro Cys Thr Gly Ala Val Lys Val Thr Pro Gly Ala Leu 
180 185 190 195 

ctg ggc ctg age aat etc acc cat ctg tct gtg aag tat aac aac etc 739 
Leu Gly Leu Ser Asn Leu Thr His Leu Ser Val Lys Tyr Asn Asn Leu 

200 205 210 

aca aag gtg ccc cgc caa ctg ccc ccc age ctg gag tac etc ctg gtg 787 
Thr Lys Val Pro Arg Gin Leu Pro Pro Ser Leu Glu Tyr Leu Leu Val 

215 220 225 

tec tat aac etc att gtc aag ctg ggg cct gaa gac ctg gee aat ctg 835 
Ser Tyr Asn Leu He Val Lys Leu Gly Pro Glu Asp Leu Ala Asn Leu 

230 235 240 

acc tec ctt cga gta ctt gat gtg ggt ggg aat tgc cgt cgc tgc gac 883 
Thr Ser Leu Arg Val Leu Asp Val Gly Gly Asn Cys Arg Arg Cys Asp 

245 250 255 

cat gec ccc aat ccc tgt ata gaa tgt ggc caa aag tec etc cac ctg 931 
His Ala Pro Asn Pro Cys He Glu Cys Gly Gin Lys Ser Leu His Leu 
260 265 270 275 

cac cct gag acc ttc cat cac ctg age cat ctg gaa ggc ctg gtg ctg 979 
His Pro Glu Thr Phe His His Leu Ser His Leu Glu Gly Leu Val Leu 

280 285 290 

aag gac age tct etc cat aca ctg aac tct tec tgg ttc caa ggt ctg 1027 
Lys Asp Ser Ser Leu His Thr Leu Asn Ser Ser Trp Phe Gin Gly Leu 

295 300 305 

gtc aac etc teg gtg ctg gac eta age gag aac ttt etc tat gaa age 1075 
Val Asn Leu Ser Val Leu Asp Leu Ser Glu Asn Phe Leu Tyr Glu Ser 

310 315 320 

ate aac cac acc aat gec ttt cag aac eta acc cgc ctg cgc aag etc 1123 
He Asn His Thr Asn Ala Phe Gin Asn Leu Thr Arg Leu Arg Lys Leu 

325 330 335 

aac ctg tec ttc aat tac cgc aag aag gta tec ttt gee cgc etc cac 1171 
Asn Leu Ser Phe Asn Tyr Arg Lys Lys Val Ser Phe Ala Arg Leu His 
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340 345 350 355 

ctg gca agt tec ttc aag aac ctg gtg tea ctg cag gag ctg aac atg 1219 

Leu Ala Ser Ser Phe Lys Asn Leu Val Ser Leu Gin Glu Leu Asn Met 

360 365 370 

aac ggc ate ttc ttc cgc teg etc aac aag tac acg etc aga tgg ctg 1267 
Asn Gly He Phe Phe Arg Ser Leu Asn Lys Tyr Thr Leu Arg Trp Leu 

375 380 385 

gec gat ctg ccc aaa etc cac act ctg cat ctt caa atg aac ttc ate 1315 
Ala Asp Leu Pro Lys Leu His Thr Leu His Leu Gin Met Asn Phe lie 

390 395 400 

aac cag gca cag etc age ate ttt ggt ace ttc cga gee ctt cgc ttt 1363 
Asn Gin Ala Gin Leu Ser He Phe Gly Thr Phe Arg Ala Leu Arg Phe 

405 410 415 

gtg gac ttg tea gac aat cgc ate agt ggg cct tea acg ctg tea gaa 1411 
Val Asp Leu Ser Asp Asn Arg lie Ser Gly Pro Ser Thr Leu Ser Glu 
420 425 430 435 

gee ace cct gaa gag gca gat gat gca gag cag gag gag ctg ttg tct 1459 
Ala Thr Pro Glu Glu Ala Asp Asp Ala Glu Gin Glu Glu Leu Leu Ser 

440 445 450 

gcg gat cct cac cca get cca ctg age acc cct get tct aag aac ttc 1507 
Ala Asp Pro His Pro Ala Pro Leu Ser Thr Pro Ala Ser Lys Asn Phe 

455 460 465 

atg gac agg tgt aag aac ttc aag ttc acc atg gac ctg tct egg aac 1555 
Met Asp Arg Cys Lys Asn Phe Lys Phe Thr Met Asp Leu Ser Arg Asn 

470 475 480 

aac ctg gtg act ate aag cca gag atg ttt gtc aat etc tea cgc etc 1603 
Asn Leu Val Thr He Lys Pro Glu Met Phe Val Asn Leu Ser Arg Leu 

485 490 495 

cag tgt ctt age ctg age cac aac tec att gca cag get gtc aat ggc 1651 
Gin Cys Leu Ser Leu Ser His Asn Ser He Ala Gin Ala Val Asn Gly 
500 505 510 515 

tct cag ttc ctg ccg ctg act aat ctg cag gtg ctg gac ctg tec cat 1699 
Ser Gin Phe Leu Pro Leu Thr Asn Leu Gin Val Leu Asp Leu Ser His 

520 525 530 

aac aaa ctg gac ttg tac cac tgg aaa teg ttc agt gag eta cca cag 1747 
Asn Lys Leu Asp Leu Tyr His Trp Lys Ser Phe Ser Glu Leu Pro Gin 

535 540 545 

ttg cag gee ctg gac ctg age tac aac age cag ccc ttt age atg aag 1795 
Leu Gin Ala Leu Asp Leu Ser Tyr Asn Ser Gin Pro Phe Ser Met Lys 

550 555 560 

ggt ata ggc cac aat ttc agt ttt gtg gee cat ctg tec atg eta cac 1843 
Gly He Gly His Asn Phe Ser Phe Val Ala His Leu Ser Met Leu His 

565 570 575 

age ctt age ctg gca cac aat gac att cat acc cgt gtg tec tea cat 1891 
Ser Leu Ser Leu Ala His Asn Asp lie His Thr Arg Val Ser Ser His 
580 585 590 595 

etc aac age aac tea gtg agg ttt ctt gac ttc age ggc aac ggt atg 1939 
Leu Asn Ser Asn Ser Val Arg Phe Leu Asp Phe Ser Gly Asn Gly Met 

600 605 610 

ggc cgc atg tgg gat gag ggg ggc ctt tat etc cat ttc ttc caa ggc 1987 
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Gly Arg Met Trp Asp Glu Gly Gly Leu Tyr Leu His Phe Phe Gin Gly 

615 620 625 

ctg agt ggc ctg ctg aag ctg gac ctg tct caa aat aac ctg cat ate 2035 
Leu Ser Gly Leu Leu Lys Leu Asp Leu Ser Gin Asn Asn Leu His He 

630 635 640 

etc egg ccc cag aac ctt gac aac etc ccc aag age ctg aag ctg ctg 2083 
Leu Arg Pro Gin Asn Leu Asp Asn Leu Pro Lys Ser Leu Lys Leu Leu 

645 650 655 

age etc cga gac aac tac eta tct ttc ttt aac tgg ace agt ctg tec 2131 
Ser Leu Arg Asp Asn Tyr Leu Ser Phe Phe Asn Trp Thr Ser Leu Ser 
660 665 670 675 

ttc ctg ccc aac ctg gaa gtc eta gac ctg gca ggc aac cag eta aag 2179 
Phe Leu Pro Asn Leu Glu Val Leu Asp Leu Ala Gly Asn Gin Leu Lys 

680 685 690 

gec ctg ace aat ggc acc ctg cct aat ggc acc etc etc cag aaa ctg 2227 
Ala Leu Thr Asn Gly Thr Leu Pro Asn Gly Thr Leu Leu Gin Lys Leu 

695 700 705 

gat gtc age age aac agt ate gtc tct gtg gtc cca gec ttc ttc get 2275 
Asp Val Ser Ser Asn Ser lie Val Ser Val Val Pro Ala Phe Phe Ala 

710 715 720 

ctg gcg gtc gag ctg aaa gag gtc aac etc age cac aac att etc aag 2323 
Leu Ala Val Glu Leu Lys Glu Val Asn Leu Ser His Asn lie Leu Lys 

725 730 735 

acg gtg gat cgc tec tgg ttt ggg ccc att gtg atg aac ctg aca gtt 2371 
Thr Val Asp Arg Ser Trp Phe Gly Pro lie Val Met Asn Leu Thr Val 
740 745 750 755 

eta gac gtg aga age aac cct ctg cac tgt gec tgt ggg gca gec ttc 2419 
Leu Asp Val Arg Ser Asn Pro Leu His Cys Ala Cys Gly Ala Ala Phe 

760 765 770 

gta gac tta ctg ttg gag gtg cag acc aag gtg cct ggc ctg get aat 2467 
Val Asp Leu Leu Leu Glu Val Gin Thr Lys Val Pro Gly Leu Ala Asn 

775 780 785 

ggt gtg aag tgt ggc age ccc ggc cag ctg cag ggc cgt age ate ttc 2515 
Gly Val Lys Cys Gly Ser Pro Gly Gin Leu Gin Gly Arg Ser lie Phe 

790 795 800 

gca cag gac ctg egg ctg tgc ctg gat gag gtc etc tct tgg gac tgc 2563 
Ala Gin Asp Leu Arg Leu Cys Leu Asp Glu Val Leu Ser Trp Asp Cys 

805 810 815 

ttt ggc ctt tea etc ttg get gtg gec gtg ggc atg gtg gtg cct ata 2611 
Phe Gly Leu Ser Leu Leu Ala Val Ala Val Gly Met Val Val Pro He 
820 825 830 835 

ctg cac cat etc tgc ggc tgg gac gtc tgg tac tgt ttt cat ctg tgc 2659 
Leu His His Leu Cys Gly Trp Asp Val Trp Tyr Cys Phe His Leu Cys 

840 845 850 

ctg gca tgg eta cct ttg ctg gec cgc age cga cgc age gec caa get 2707 
Leu Ala Trp Leu Pro Leu Leu Ala Arg Ser Arg Arg Ser Ala Gin Ala 

855 860 865 

etc ccc tat gat gec ttc gtg gtg ttc gat aag gca cag age gca gtt 2755 
Leu Pro Tyr Asp Ala Phe Val Val Phe Asp Lys Ala Gin Ser Ala Val 
870 875 880 



(2 5) 32 002-34565 (P2002-34565A) 

gcg gac tgg gtg tat aac gag ctg egg gtg egg ctg gag gag egg cgc 2803 
Ala Asp Trp Val Tyr Asn Glu Leu Arg Val Arg Leu Glu Glu Arg Arg 

885 890 895 

ggt cgc cga gec eta cgc ttg tgt ctg gag gac cga gat tgg ctg cct 2851 
Gly Arg Arg Ala Leu Arg Leu Cys Leu Glu Asp Arg Asp Trp Leu Pro 
900 905 910 915 

ggc cag acg etc ttc gag aac etc tgg get tec ate tat ggg age cgc 2899 
Gly Gin Thr Leu Phe Glu Asn Leu Trp Ala Ser lie Tyr Gly Ser Arg 

920 925 930 

aag act eta ttt gtg ctg gee cac acg gac cgc gtc agt ggc etc ctg 2947 
Lys Thr Leu Phe Val Leu Ala His Thr Asp Arg Val Ser Gly Leu Leu 

935 940 945 

cgc ace age ttc ctg ctg get cag cag cgc ctg ttg gaa gac cgc aag 2995 
Arg Thr Ser Phe Leu Leu Ala Gin Gin Arg Leu Leu Glu Asp Arg Lys 

950 955 960 

gac gtg gtg gtg ttg gtg ate ctg cgt ccg gat gee cac cgc tec cgc 3043 
Asp Val Val Val Leu Val He Leu Arg Pro Asp Ala His Arg Ser Arg 

965 970 975 

tat gtg cga ctg cgc cag cgt etc tgc cgc cag agt gtg etc ttc tgg 3091 
Tyr Val Arg Leu Arg Gin Arg Leu Cys Arg Gin Ser Val Leu Phe Trp 
980 985 990 995 

ccc cag cag ccc aac ggg cag ggg ggc ttc tgg gec cag ctg agt aca 3139 
Pro Gin Gin Pro Asn Gly Gin Gly Gly Phe Trp Ala Gin Leu Ser Thr 

1000 1005 1010 

gec ctg act agg gac aac cgc cac ttc tat aac cag aac ttc tgc egg 3187 
Ala Leu Thr Arg Asp Asn Arg His Phe Tyr Asn Gin Asn Phe Cys Arg 

1015 1020 1025 

gga cct aca gca gaa tag ctcagagcaa cagctggaaa cagctgcatc 3235 
Gly Pro Thr Ala Glu 
1030 

ttcatgcctg gttcccgagt tgctctgcct gccttgctct gtcttactac acegctattt 3295 

ggcaagtgcg caatatatgc taccaagcca ccaggcccac ggagcaaagg ttggcagtaa 3355 

agggtagttt tcttcccatg catctttcag gagagtgaag atagacacca gacccacaca 3415 

gaacaggact ggagttcatt ctctgcccct ccaccccact ttgcctgtct ctgtat 3471 

<210> 4 

<211> 1032 

<212> PRT 

<213> Mus musculus 

<400> 4 

Met Val Leu Arg Arg Arg Thr Leu His Pro Leu Ser Leu Leu Val Gin 

15 10 15 

Ala Ala Val Leu Ala Glu Thr Leu Ala Leu Gly Thr Leu Pro Ala Phe 

20 25 30 

Leu Pro Cys Glu Leu Lys Pro His Gly Leu Val Asp Cys Asn Trp Leu 

35 40 45 

Phe Leu Lys Ser Val Pro Arg Phe Ser Ala Ala Ala Ser Cys Ser Asn 

50 55 60 

lie Thr Arg Leu Ser Leu He Ser Asn Arg He His His Leu His Asn 
65 70 75 80 

Ser Asp Phe Val His Leu Ser Asn Leu Arg Gin Leu Asn Leu Lys Trp 
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85 90 95 

Asn Cys Pro Pro Thr Gly Leu Ser Pro Leu His Phe Ser Cys His Met 

100 105 110 

Thr lie Glu Pro Arg Thr Phe Leu Ala Met Arg Thr Leu Glu Glu Leu 

115 120 125 

Asn Leu Ser Tyr Asn Gly He Thr Thr Val Pro Arg Leu Pro Ser Ser 

130 135 140 

Leu Val Asn Leu Ser Leu Ser His Thr Asn He Leu Val Leu Asp Ala 
145 150 155 160 

Asn Ser Leu Ala Gly Leu Tyr Ser Leu Arg Val Leu Phe Met Asp Gly 

165 170 175 

Asn Cys Tyr Tyr Lys Asn Pro Cys Thr Gly Ala Val Lys Val Thr Pro 

180 185 190 

Gly Ala Leu Leu Gly Leu Ser Asn Leu Thr His Leu Ser Val Lys Tyr 

195 200 205 

Asn Asn Leu Thr Lys Val Pro Arg Gin Leu Pro Pro Ser Leu Glu Tyr 

210 215 220 

Leu Leu Val Ser Tyr Asn Leu He Val Lys Leu Gly Pro Glu Asp Leu 
225 230 235 240 

Ala Asn Leu Thr Ser Leu Arg Val Leu Asp Val Gly Gly Asn Cys Arg 

245 250 255 

Arg Cys Asp His Ala Pro Asn Pro Cys He Glu Cys Gly Gin Lys Ser 

260 265 270 

Leu His Leu His Pro Glu Thr Phe His His Leu Ser His Leu Glu Gly 

275 280 285 

Leu Val Leu Lys Asp Ser Ser Leu His Thr Leu Asn Ser Ser Trp Phe 

290 295 300 

Gin Gly Leu Val Asn Leu Ser Val Leu Asp Leu Ser Glu Asn Phe Leu 
305 310 315 320 

Tyr Glu Ser He Asn His Thr Asn Ala Phe Gin Asn Leu Thr Arg Leu 

325 330 335 

Arg Lys Leu Asn Leu Ser Phe Asn Tyr Arg Lys Lys Val Ser Phe Ala 

340 345 350 

Arg Leu His Leu Ala Ser Ser Phe Lys Asn Leu Val Ser Leu Gin Glu 

355 360 365 

Leu Asn Met Asn Gly He Phe Phe Arg Ser Leu Asn Lys Tyr Thr Leu 

370 375 380 

Arg Trp Leu Ala Asp Leu Pro Lys Leu His Thr Leu His Leu Gin Met 
385 390 395 400 

Asn Phe He Asn Gin Ala Gin Leu Ser He Phe Gly Thr Phe Arg Ala 

405 410 415 

Leu Arg Phe Val Asp Leu Ser Asp Asn Arg He Ser Gly Pro Ser Thr 

420 425 430 

Leu Ser Glu Ala Thr Pro Glu Glu Ala Asp Asp Ala Glu Gin Glu Glu 

435 440 445 

Leu Leu Ser Ala Asp Pro His Pro Ala Pro Leu Ser Thr Pro Ala Ser 

450 455 460 

Lys Asn Phe Met Asp Arg Cys Lys Asn Phe Lys Phe Thr Met Asp Leu 
465 470 475 480 

Ser Arg Asn Asn Leu Val Thr He Lys Pro Glu Met Phe Val Asn Leu 
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485 490 495 

Ser Arg Leu Gin Cys Leu Ser Leu Ser His Asn Ser He Ala Gin Ala 

500 505 510 

Val Asn Gly Ser Gin Phe Leu Pro Leu Thr Asn Leu Gin Val Leu Asp 

515 520 525 

Leu Ser His Asn Lys Leu Asp Leu Tyr His Trp Lys Ser Phe Ser Glu 

530 535 540 

Leu Pro Gin Leu Gin Ala Leu Asp Leu Ser Tyr Asn Ser Gin Pro Phe 
545 550 555 560 

Ser Met Lys Gly He Gly His Asn Phe Ser Phe Val Ala His Leu Ser 

565 570 575 

Met Leu His Ser Leu Ser Leu Ala His Asn Asp He His Thr Arg Val 

580 585 590 

Ser Ser His Leu Asn Ser Asn Ser Val Arg Phe Leu Asp Phe Ser Gly 

595 600 605 

Asn Gly Met Gly Arg Met Trp Asp Glu Gly Gly Leu Tyr Leu His Phe 

610 615 620 

Phe Gin Gly Leu Ser Gly Leu Leu Lys Leu Asp Leu Ser Gin Asn Asn 
625 630 635 640 

Leu His lie Leu Arg Pro Gin Asn Leu Asp Asn Leu Pro Lys Ser Leu 

645 650 655 

Lys Leu Leu Ser Leu Arg Asp Asn Tyr Leu Ser Phe Phe Asn Trp Thr 

660 665 670 

Ser Leu Ser Phe Leu Pro Asn Leu Glu Val Leu Asp Leu Ala Gly Asn 

675 680 685 

Gin Leu Lys Ala Leu Thr Asn Gly Thr Leu Pro Asn Gly Thr Leu Leu 

690 695 700 

Gin Lys Leu Asp Val Ser Ser Asn Ser He Val Ser Val Val Pro Ala 
705 710 715 720 

Phe Phe Ala Leu Ala Val Glu Leu Lys Glu Val Asn Leu Ser His Asn 

725 730 735 

He Leu Lys Thr Val Asp Arg Ser Trp Phe Gly Pro He Val Met Asn 

740 745 750 

Leu Thr Val Leu Asp Val Arg Ser Asn Pro Leu His Cys Ala Cys Gly 

755 760 765 

Ala Ala Phe Val Asp Leu Leu Leu Glu Val Gin Thr Lys Val Pro Gly 

770 775 780 

Leu Ala Asn Gly Val Lys Cys Gly Ser Pro Gly Gin Leu Gin Gly Arg 
785 790 795 800 

Ser He Phe Ala Gin Asp Leu Arg Leu Cys Leu Asp Glu Val Leu Ser 

805 810 815 

Trp Asp Cys Phe Gly Leu Ser Leu Leu Ala Val Ala Val Gly Met Val 

820 825 830 

Val Pro lie Leu His His Leu Cys Gly Trp Asp Val Trp Tyr Cys Phe 

835 840 845 

His Leu Cys Leu Ala Trp Leu Pro Leu Leu Ala Arg Ser Arg Arg Ser 

850 855 860 

Ala Gin Ala Leu Pro Tyr Asp Ala Phe Val Val Phe Asp Lys Ala Gin 
865 870 875 880 

Ser Ala Val Ala Asp Trp Val Tyr Asn Glu Leu Arg Val Arg Leu Glu 



(28) 12002-34565 (P2002-34565A) 



885 890 895 

Glu Arg Arg Gly Arg Arg Ala Leu Arg Leu Cys Leu Glu Asp Arg Asp 

900 905 910 

Trp Leu Pro Gly Gin Thr Leu Phe Glu Asn Leu Trp Ala Ser He Tyr 

915 920 925 

Gly Ser Arg Lys Thr Leu Phe Val Leu Ala His Thr Asp Arg Val Ser 

930 935 940 

Gly Leu Leu Arg Thr Ser Phe Leu Leu Ala Gin Gin Arg Leu Leu Glu 
945 950 955 960 

Asp Arg Lys Asp Val Val Val Leu Val He Leu Arg Pro Asp Ala His 

965 970 975 

Arg Ser Arg Tyr Val Arg Leu Arg Gin Arg Leu Cys Arg Gin Ser Val 

980 985 990 

Leu Phe Trp Pro Gin Gin Pro Asn Gly Gin Gly Gly Phe Trp Ala Gin 

995 1000 1005 

Leu Ser Thr Ala Leu Thr Arg Asp Asn Arg His Phe Tyr Asn Gin Asn 

1010 1015 1020 

Phe Cys Arg Gly Pro Thr Ala Glu 
1025 1030 



<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence:CpG 0DN 



<400> 5 

tccatgacgt tcctgatgct 
[01 ] *fSf«TLR9 7 >v7TVh-?^Xtm>m 
[02] *»TL R 9 7 7 ? 7-) h W> 
[03] #8WJJ<OTLR9/ v9T^Y^^.<rmWm 

[04] *&BH<0TLR9/'y?7?h7'>*fc!f4ii 

[05] #&HJ!cDTLR9y <v?TVh~? 1 JXMtm£. 
S-e^Xklfctf&CpG ODN, PGNXJiLP Si% 
itiiTNFa, IL-6XliIL12«i41«g 

[06] *«W)TLR9y >v?TVhWARX/Wf£. 
mWZlz&lfhCpG ODNXliLPSSBUfcJ:* 



20 

[07] *%BjOTLR9y >v7TV hWZ&V&g. 
Mv^ti^iSCpG ODNXttLPS^ItriS 

I L - 1 2 0)g£M0M%&rctWfcf> h . 

[08] *^BJ^)TLR9y -vtT'Jhl^T.mfm*. 
l7^X(;fcl«C P G ODNXIiLPSgNftiS 
CD40, CD80. CD8 6&V'MHC?7XIIC0?| 

[09] #^HJWTLR9/v7r^h7^X&r/iBL 
Mv^ttJftSCpG ODNXtiLPSS»(Zj:S 
N F - a: B <0?Stt<t»IS** SVf-STC* h . 

[010] *IB|£OTLR 9 7>y ^7^7 hWZRVm 
£MWZl,Zt3l-t&CpG ODNXULPSmmizX 

[01 1] *%f«TLR 9 / 7 K^XMI 

5 I RAK<0»Stt^tl**^-HT*6. 
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win-type allele 



Targelng vsctor 



Mutated altele 



[03 ] 



[HI] 



! i 
B 



probe 



Wttp 



_L 



J — & 1 



5 ^PpaSiS-p, . Kit) 

9 



ZMV 



[02] 

+/+ -/- +/ r/- 



10kbp 



3.0 kbp 



+/+ -/- 




[04] 



:■/+ 



•I- ■ =i=. 



8/ 90 96 100 110 

TCC AAC CTG CGG CAG CTG AAC CTC AAG TGG AAC TGT CCA CCC ACT GGC CTT AGC CCC TJG C.AC TIC TCT IGC 

SNI RQLNL KWNCPPTGLSPLHFSC 

I I I I I I I I I I 

SNL RQLNLKW1 LSTCPRRIRTNDP 

TCC AAC CTG CGG CAG CTG AAC CTC AAG TGG AT f TIG TCC ACC TGT CCT CGA CGG AI~C CGA ACA AAC GAC CCA 

8/ 90 96 



1P0 130 

+/+ : ^ *I5 *?- c *TI 5*? 5 C J1 AC * Acc tic ctg gct atg cgt aca og gag gag og aac ctg ak tat aaj ggt 



i 



i 



1. JL !L _L A. JL 



ACA CCC GTG CGT TTT ATT CTG TCT Til TAT TGC CGA TCC CCT CAG AAG AAC ICG TCA AGA AGG CGA TAG 



[05] 



[06] 



TNFa IL-6 . IL-12 p4p 



ifnt 

0. 

1 



it 



(ngmQ (ngmf') (i 



■I- 




modum 

ifnt 

PON I 10" 
IPS 1' 

(wninl 1+nNr 



0 0.4 0.8 1.2 0 1 2 3 0 0.4 0.8 1.2 
■a 



J WkHypa 




o am o.i i 
CpGOON&iM) 



o aoi o.i i 10 ioo 



0 1 2 3 4 5 
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[07] 



14- 








■ WM-type 


12- 










10- 










8- 




I, 




















+• 
2 


ci 




1 






o-l 


z! 











[08] 



C04Q CD80 CD85 MHC class II 



Wild-type ^ 



TLR9" A 




$ V »' ;^H!^ri:< ^S^P^Pi 



— medium 
■ CpG ODN 

— LPS 



[09] 



Wild-type 



TLR9 



0 10 60 60 0 10 60 60min 




<-NF-kB 
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[010] 



Wild-type 



TLR9 



•/- 



CpGODN LPS 
0 10 20 10 20 



CpG ODN LPS 
0 10 20 10 20 min 



GS r-c-Jun 
W!3: aJNK1 



[0i i] 



Wild-type 



CpG ODN LPS 
0 10 20 10 20 



TLR9 



-/- 



CpG ODN LPS 



f f f f 1 


I 1 


% 1 1 | j 


rra.TM-11 





Auto 

WB: «IRAK 



(51)Int.C1.7 




F I 






A6 1 P 


37/08 


C07K 


16/28 




C07K 


14/005 


C 1 2N 


1/15 






16/28 




1/19 




C 1 2N 


1/15 




1/21 






1/19 


C 1 2Q 


1/68 


A 




1/21 


GO 1 N 


33/15 


Z 




5/10 




33/50 


Z 


C 1 2Q 


1/68 




33/566 




GO 1 N 


33/15 




33/577 


B 




33/50 


C 1 2 P 


21/08 






33/566 


(C 1 2Q 


1/68 


A 




33/577 


C12R 


1:91) 




// C 1 2 P 


21/08 


(C12P 


21/08 




(C 1 2Q 


1/68 


C 1 2R 


1:91) 




C 1 2R 


1:91) 


C 1 2N 


15/00 


ZNAA 


(C12P 


21/08 


A6 1 K 


37/02 




C 1 2R 


1:91) 


C 1 2N 


5/00 


B 



(##> 

4C084 
4H04 5 
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F*-A(##) 2G045 AA34 AA35 BB01 BB20 BB24 
BB51 CB01 CB17 DA36 FB02 
FB03 FB05 FB08 
4B024 BA44 BA63 CA04 DA02 DA06 
DA12 EA04 FA10 GA05 HA14 
HA15 

4B063 QA01 QA19 QQ43 QR08 QR32 
QR42 QR56 QS25 QS34 QX05 

4B064 AG27 CA10 CA20 CC24 DA15 

4B065 AA26X AA58X AA72X AA90Y 
AA91X AA92X AB01 AB05 
AC10 BA02 CA24 CA25 CA43 

4C084 AA01 AA17 BA44 ZB132 
ZB262 ZB352 

4H045 AA10 AA11 AA20 AA30 BA10 
CA40 DA50 EA50 EA52 FA72 
FA74 



